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(57)Abstract: 

PROBLEM TO BE SOLVED: To obtain an antibody useful for .<., h, nr >i< m. 

diagnosing and treating solid tumor, arthritis, abnormal arterialization, 
etc. by making the antibody have a specific amino acid sequence, be 
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reacted with human VEGF receptor KDR but not with human VEGF 
receptor Fit— 1 . 

SOLUTION: This antibody comprises amino acid sequences of CDR1 , 
CDR2 and CDR3 of H chain V region of antibody shown by formula I. 
etc., respectively and amino acid sequences of CDR1 , CDR2 and 
CDR3 of L chain V region of antibody shown by formula II, etc., 
respectively and is reacted with human VEGF receptor KDR but not 
with human VEGF receptor Fit— -1 . The antibody (fragment) is 
specifically reacted with the extracellular region of human VEGF 
receptor KDR and recognizes an epitope existing in a region of 1-518 
of an amino acid sequence of formula III. The antibody (fragment) is 
preferably produced by culturing a host cell transformed with a 
recombinant vector containing a DNA encoding the antibody 
(fragment) and a vector in a medium. 
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(57) mm 

mm mmswm, mm, mmwv 
mate mmmm.fc&vmmmmmm 

Um$m t HEGF£§ftKDR tcSJS 

U fc hVECFSfFftFlt-lfclttfiJSUftV^JcHt 
« 0 KHEGF£SftKDRfc:*££U t hVECFOt hVECF 
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1 

mmmmm 

CtM<3tl] fflwmiffl&mmu CDR2i5<fctfCDR3 
^ft^ftSa?iJfi^5,6fc'£m, LttV^tDCDRl, CDR2 
43 i tf CDR3tf ^ft^ftBSUS^ 9fc £ tf 10T? ft 3 
75/«*J£^&, £ bVEGFS§{*KDR KKfifS 
*>\ H bVEGFgg#Flt-l t»aSL4V*t*o 

[!M2] £», t bVECF^§frKDR©»^$i 
JiK^«cSSt3mft-e-3&3, 1*1 1 !S€©K 

fro 

[|f*JM3] Kfttf, t bVEGF^fc bVEGFggfrKDR 1 

3, l^llWo 

iWm 4 ] JW, t b VEGFggfrKDRcD, k?ij# 
^55^12*2 ftfc7 5 /tl^I 1 -518#@<D«:fe 
5xl£ b^T^iTf 3Kfrl?&3, 1-3<D^ 

[ff*«5] Mfrtf, libVEGF§gfrKDR«, IM 

#55tiaiisnftr5/»B?iji~io4, 1-194, 105 

-393, 295~393fe£tf394~518#@fr Sllf ft37 5 

y »'ijcD^ic % § x e b - 7%mr*m?h 
3, fTO 1 ~3©v»-f nfr 1 3Stfaiw>Sifto 

BBSS 6] iWtMtm tbf/ifrfe£y'cft 

6oKftBfMT*fe«ii*«i~ 5 o^-f ft^ i mmm 
mmn tuafifw, tvm^tmmtdz 

n b SCDR^SKft-e £> 3 if 6 E»© \l b Ibtafro 
[ff 8 ] K*«Vffiii«'J#^26W<£ ft 3 

r^y mm&s, mm i wm tn^7R 
fr a 

[ft *S 9 ] ^OLSV^&tf IEW#t27T-** ft * 

7 5 / fffi^ltt?, 7 ISt© t b m- * m 

fro 

mm i o] K#wH§ivfiii*wy?^t 2 6 ^ 

ft 3 7 5 / mum^tsnm 1 ^m* 

mm 1 1 ] mvnmvmm^mm 2 e -e* 
sft375/i»j^&, immmm\$%z 7 
ft s 7 5 / ara^tyft *s 7 1 b 

^fafrKM2992 0 

mm\ 2] trifrSrftAV. Fab, Fab\ F(ab') 2 , - 

^x;^7^ vmitmmm (dsFv) 

^2 6T**2ttS75/»B&J*^ m*©LffiVfg« 
AWlJ#^2 7T?^ftS75/HiE^^ Fab, F 
ab\ F(ab') 2 , -*ftJrifr, dsFvfeitfCDR^t?^^ 

^ vfthwimmm 1 2ias©m{*w)to 

Of*S 1 4 ] ffiftOHi *tt 'CDRl CDR243 £ IfCD 
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iQ^^n^nfia^s^n, i2fe<fctfi3, lsv^cdcdr 

1, CDR2fe«fctfCDR3tf£ft^ftK?J#^14, 15fc«fctfl6 
-Pg?n57 5/Wm HbVEGF^frKDR tc 
HJErrSAV tbVEGF§£frFlt-l icttSSbftl^ 

fro 

[|St« 1 5 ] Kfr^, t bVEGF^t|;KDR©«t 

nmrnm^Rmmirehz, mmi 4 tat© 
mi*. 

BBSS 1 6 ] fc b VEGFO b VEGF^gfrKD 

3, »si 4taa^Kf* 0 

[fjf*^ 1 7 ] fixftaV H bVEGF^gfrKDRCD, 

r 1 11 >'z/mm\ )h r r i ) t 
hx^f -zrz%mt sKfti* s 5 x fM i4~i 
6 ©i^rft^ 1 siciaiccKfto 

BB*S18] K*^, t hVEGFS§*KDR£0, ga?ij 
#^55£f2«2ftfc75/lK?y 1 -104, 1 -194, 10 
5-393, 295-393*3 i: If 394~518# @ 5 1$ ft 5 7 5 

I 14-16 Oivfftfr i ISEc|a«©6lfto 

CIS*S 1 9 ] ffift^ t b I tKft, H b Kfr *5 J: C 

ne©BiftBf^fe«ii*« i4~i8 c^-rft^ i e 

at h§yCDRMlKi*T?fe§IS*II 1 9Ha»OKf*o 
[IS*JS 2 1 ] KMStVSii$fcWiJ#^28T*/fN S ft 

§75/ «sa?y^ t^, 2 o mm<D tvmty 

irifro 

[IS*S 2 2 ] fii#OI«V««tf ^J##29?g%S ft 

o 375/ atiEjij § tt?, mm 2 0 EKO t b 7 
mmz 3] m<ommmm\m2 
T*7fi*tiz7z.;mmi*%m$M2 obbkoh bs 

+/^Kfrc 
[!f*S2 4] »)H|VMWJ#^2 
Sft37 5/W(J%#^, LffiVfg&tfiaWf 2 9 
T^$ft375/ WlJ^tJlt*S2 Ofai^l: bS 
^/^JriftKM2995o 
40 mm2 5] KfrSrfr^, Fab, Fab', F(ab') 2 , - 
S?X;l/7W FSSftV^BTfr (dsFv) fei 

tfCDR^^tr^^ b*^ltfft3Kf*»Tfr-efe31* 
«i 9fa»©Kft»rfro 

^#2 8^Sft37 5/SE?ij^^, K{*©LlIVMiS)( 
*WJS^2 9T*^Sfta7 5/&IE5tJ£3ty, Fab, F 
ab', F(ab') 2 , dsFvfe j;tfCDR^^7° 

^ Kfr P.S«ft3»5RS 2 5 faicDtfflffifro 
[ft*« 2 7 ] SI j&g 1 - 2 6 ©^-f ft 1 

50 ©Kftsftacfts^taftiffitJ:, mmmixM. m 



3 

est, m?om t m^mtcmtefxmtcm 
m^mmrdtcn^mm^m^ 
mm 2 8 ] wit i~27 o^-r ttfr i mimm 

DNAo 

mm 3 o ] mm 2 9 mmm^z-m 
mm 3 1 ] mm 3 0 mmmmmmt 

mftmmz c tmmttmmkim#m 

mm 3 2 ] mm\ ~ 2 7 w^-rn^ 1 n^iae 
mm mmm^m^x t v ww%®mw%%> 

mm 3 3 ] wm\- 2 1 o^-rti^ 1 mmm 
mm mmm^m^x t h yegfs®{*kdr£& 

»n 3 4 ] mm\- 2 7 cov^-rn^ 1 mmm 
mmttumm^^x t h vEGFggftKDM 

[» *n 3 5 ] irai- 2 7 (D^ftip 1 istiat 

liftftBrfrfcffl <^T t: h VEGF3£f*KDR**ffl 

mm 3 6 ] mmi~ 2 1 1 Etta* 

©Kft£fcfciMft®T)t£J^Tfc: HEGFfc t: HEGFgg 
ftKDR i: S 

mm 3 7 ] mm\- 2 7 01 vf n*» 1 mictm, 

3 s ] it^iii- 2 7 ©ivf ] ^tf H (g 
ft ttKWfttf-^ v> 3 , Ait m mmmrn 

mm* 

mm 3 9 ] wmi- 2 7 o^-rn^ 1 stags 

[it*® 4 0 ] wm\- 2 7 oi^-rti*' 1 mc$m 
mm k mmmzmmft 1 1 % , Air at 

[0001] 

tt«te, m&mmMmsifcz 



VEGF^S*KDR^ffiftt-§^S^ B tf fc^jnftfcffl^S 

•T3o 

[0002] 

-r^tt, tfgmft (if) 

oiili ffilf<:jfllfrf*3b^<M4LT^5[J. Bi 
ol. Chen., 267, 10931 (1992) ] c jfim8r£Ji. MJt£ 

)|HL I I J' i|i[,Jj r 1 i k 

5iS<tD*3[J. Biol. Chei., 267, 10931 (1992)] 0 
tia!g1gi*E%ffl*t&®¥tlTlt, Vascular permeabil 
20 ity factor (VPFWascular endothelial growth facto 

r (vegf) ffmmmic %> v % mm& axsmm 
-micm^ikmmc^xmmwm^tLx^ 

5> nr [Advances in Cancer Research 61, 281 (19 
95)] o VPF/VECFtt**^^- «fc tJ&S^l^O 
1983¥Kjfllf38a'ffifilB?CVascula 
r permeability factor: VPF)£ LT [Science 212, 983 
(1983)], 1989^fcjfiltrtS«ti®H?(Vascular en 
dothelial growth factor: VEGF) t bX'&M.Lfij^ 2 ? t 
LTffi&StlfctftBiochen. Biophys. Res. Com., I£ 
30 1, 851 (1989)], cDNA^o-->^«iSH, ffi^iraH 
(D'^MX Ib&Cttfffibfrf&vrc [Sc ience , 24£ , 1 306 
(1989); Science, 2M, 1309 (1989)] (KTVEGFtfH 
tt) o VEGFOiSttfcLTtidttS-eti:, tfiertMSic 
*fU WEiffitt(ED50 = 2-3 pM)[Biochet. Biophy 
s.Res. Comm., J£l, 851 (1989)], MSlfgft [J. I 
munology, 152, 4149 (1994)], ^n/Df7-^ 

U. Cell Physiol., 152, 557 (1992)], 
D^t—S, tPA^rMliStt [Biochem. Biophys. Re 
s. Comm., 181. 902(1991)] in vivofcfe^TH: 
il^DT^lElStt [Circulation, 92 supplll . 365 (19 
95)], ifetllttiSlStt [Science, 219, 983 (1983)] 
tff8££ftT^S„ VEGF«ifilt^«£SJ6TffStt 
OaV^I*H^T:-fe3 d fc^?g@StlT^5 [Biochem. 
Biophys. Res. Comm., 161, 851 (1989)]„ VEGFttiAlt 
ernative splicingt j; D4SS©^>/^^#ft'f 
i:^*S-*tlTl^[J. Biol. Chem., 267, 26031 (199 

l)]o 

[0 0 0 3] itat§T££ffmi^T\ 
m^figtvF,GF^^< M^br^s c tm^nx^ 



5 

S 0 HJKfflilco^TH:, Ctif "CtWS [Cancer Rese 
arch, 54, 4233 (1994)], ?LS [Human Pathology, 26, 
86 (1995)], JSJSlLJ. Clinical Investigation, 91, 
153 (1993)], mimMCmc.es Research, 53, 4727 (1 
W Pis* ' diit 1 1 R( sc ai v li A ?1>, nn £H 
©^< M5S'«ii:*5^TVEGF*VS4SnTV^C 
t ? tlT ^ S o SJ&KOlvt ttVEGF Jt^O^fc 
t©li^W]£nftf§ll, VEGFftMSlfSi, 

®5»i&itff^*M/u-efe D c 
^tfffi^frfc&oTV'S [Japanese J. Cancer Researc 
h, SS, 1045 (1994)] 0 F^XKk bfi^ 

VEGFt y £ a - t;VK{*aiSti«5tPUij^^^-r d i: 
tfSSSftT^S [Nature, 362, 841 (1993)] 0 2 5> 

V^T, KVEGFty ? p-t;F»3;JM«WJ-££ S 
tfctfS&Sn-CVS [Cancer Research, 5fi, 921 (199 

6)] 0 tot, vEGFsewjtsct^T'tntms 

fastis, sft, th©s»K, i7k*^igcovE 
GFtffcmsftstfca^ »*, i7j«©±®&Br? 

T*&S^861£*>^3tt[Biochiiilca et Biophysica Act 
a, 1221, 211 (1994)], VEGF£7*D y >rt* C £Ti8tt 

[0 0 0 4] »S«WftSfcfe^TI4, JTOtfrtfr^ 

t>\ mmmnmc & w- a aw it£ t ,wg$pi©vE 

GFW;WEffiBI1-SC fc*TOStlT^a[Nei Engla 
nd J. Medicine, 221, 1480 (1994)L Sft, IW/OIH 
IS^r /Vfcfe^TKVECF^ft^/ ? n— JvHnftOBS 
flg&fcfc *5VEGFStt^»Jt§ tifiitff^WJ^n 
SCfctffB@£tlTV>5[Arch Opthaliol., 114, 66 (1 

996)] o tot, micm&znzwwmzwmrz 
c t xwmmmmcm % tsmmmmx-zz c 

[0 0 0 5] fi'MHU a7^©Mffi2$©^fi©SiJg 
(f , ®;f ©TO) t«ifiitiT^#9^, tfl»J 

5 c > , Mffi^©^^ D 77-^«IWS c t 
tfSfiSSnt^S [Journal of Immunology, 152, 4149 
(1994) ;j . Experimental Medicine, 180, 341 (199 

4)] o mi^M^^Krmmm 5 c ^hsu 
[0006] t f©vegf§§{*£ tra, cnas-efcg 

•SFlt-1 (fms-1 ike tyrosine kinase) [Oncogene, 5, 519 
(1990); Science, 255, 989 (1992)]fe±tfKDR(kinase 
insert domain-containingreceptor) [W092/14748, Bi 
ochem. Biophys. Res. Comm., 187, 1579 (1992)] 
§?nTl^„ k h MVHGFSgftKDR© "7 7 t O 
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^iFlk-l[Proc. Natl. Acad. Science, USA, 88, 9026 
(1991); 1094/11499 ; Cell, 72, 835 (1993)] k#£ 2 
ttTVSo Flt-lfe<fctfRDR/Flk-l©IHfi^F^-l'ytt7 
ffl©-f a / ?p 7ij ym F ^ y <fc D & t) , «§ft F * 
^y&^nyy^t-^F^y^tts^liso^ 
00+D^;bh>©JS^y;^J:DftSo VEGFtt, Flt-l 
fc«ttfKDR/Flk-lK*ftT, ZtlZMMffZO pMfeilf 
75 p&Xmmicm&t%o Flt-lfe<fctfKDR/Flk-lM:jfil 

mmmmmi^mix^m^nx^uv 

10 roc. Nail. Acad. Sci. USA, 90, 7533 (1993); Proc. 
Natl. Acad. Sci. USA, 90,8915 (1993)] 0 k FM^§ 
MDR h v 7 XSggftF ] k-1 © 7 5 / K1BW© * t D 5? 
«ft©N«l©fn F ^ -f yfe 

<t t/ c *wj©^u y y^t — e k^-y >a, * n 

95%fc±tf97%fc#1»Ei«l\ft «1-F^y!©* 
tP$?-fct80%fc#UISV»[J. Cellular Biochemistry, 
54, 56 (1994)]. 

[0 0 0 7] fil^fct: hO^KfettSKDRO&ifilO 
l^Tfi, k M]»IM©H*ilSrtS« [American 
20 J. Pathology, 146, 368 (1995)], fchjBflSSSSBHO 
HStlf rt^fflSS [Cancer Research, 52, 4727, (199 
3)]{c43^T«iE^ffl^©^trt^fflBSthl:<KDR© iaRN 

CtlB©$S-l«, MaFJfiiSSia-fCfe^TYEGF-VEGFU-b 
7^-KDR^^Sg^iJ^fcLTV^C fc^?S<73 

MH©ifiltrt^«(i:fc'V^Ttin situ hybridization 
t <fc D KDR ■KHA©$8Stf«g«>5ttS C MlS^nTfe 
D[J. Experimental Medicine, 12Q, 341 (1994)], VEG 
30 F-VECFU-fe^-KDHSOlStt^ftl/Tvao 

[0 0 0 8] VEGFUt'7^-KDR/Flk-l©Stt2{COl>T 
«, 7^f)l©lfilf rt^MJS(CKDR^^S$iJ-S fcVEGF 
tcSJStm «/£t5Ct*^, VEGF©^«^?gft© 
^-eKDR«Alfrt^fflil©m l/ttH4tSfci© 
StlTV"»4[J. Biol. Chem., 2£9, 26988 (1994)] 0 $ 
ft, ^7XSflk-llfE?««Lftflk-l/7^79h 
v 7 7 L ft^itrt jSDffllgft^ < Efe 5 n-r , m 

mmm^^xmvni-\\tmnmmm%, % 

40 ffctH^tSCfctf^Snr^S Mature, 2Z£, 62 
(1995)L 

[0 0 0 9] Fik-i©«rt^nyy^t— b'F^^y 
»£-Lft^ffittS©Flk-Ua-^yF^l\ 

c 5, ^gftSFik-i 5 a-^ y f mmm 
%MiiLx9)Mmmz®Bt% tMMcomwmmzrL 

SCiidgStlTfe!) [Nature, 367, 576 (1994)], F 

ik-i©y^;W51^a*-rs c 

50 [0 0 10] v77SFlk-lM&HF^-f yfcMt^ 
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ium%znx^% 0 wxmm-ioymMftVMy 

t FLAG™ H-&^y;^^ggtffl^T, 77hJ;f)A 
-<7*>J F-vfflU M#Lfc3«<^y 
-t;Mnft4H3, 3B6, 3C8('«±fC^i|LfcV7XFlk 
-l^M^PTet^lfi^ttT^^ VEGFff»& 
■WSttK-Q^tiifi?l/f$tlTV^l> (TO 95/21865) 0 
$ 7c, v 7 XSF 1 k-1 ©iffl)S^ F ^ -l' > t SEAPs (Secre to 
ry alkaline phosphatase) S$£# y>W%&MW,lcf%^ 

YK^xmLtestv-i-frfflkmoi 10 

«affi©?^XFlk-l/fK^^5U-{2^- CRH 

{cSJiS-rseifcATOtnT^So dcio 

ltt, VEGF»C t fcSx"i?XFlk-l/fis^/vb-t7 P ^- 

ofms^D -> t~tf® g a u y^t^Pfl^f-^ffitt 

S#?5, Flk-i*a-»*-J-~t?0)B 

?-Kv^fcth MW&fcTm L fcVJ 9=7 7 h * 
rW^S^fcfe^T, DClOliifcMM**^" £ ^ 
f8©2tlTV^ (WO 95/21868) 0 DClOlttV^XSFlk- 20 

[0 0 11] ^MHybridoma, Jfi, 465 (1997)] fctt, 
VI F-KDR oMkJ 9xiiyyW?-MyWi > 7 #B(c 

9 'fe<fctf 2-10-1 tfffigSttTl^SaV t: hYEGFgSftKD 

r ^A/^o7"uy^F^^y©i~5SSti:#aw 

K&EtS&lffc &SWifchl!VEGF£g#KDR ££g£ 
U ^OKDRcDffM^fffnt^iaftiiftie.nTV^l/^ 
[0 0 12] &Lt<Dt£to^ fc hVEGF38*ftFlt-lfc 

KhVEGF'SgftKDR fcfg^U *OKDRO 30 

mti%o LfrLKwib, vihvEGF^w mmt 

•t^SffiH&fcfttfn?^ fro, VEGF©ffffl$^ft1-5K 

t hvEGFgg^KDR ^/^u—rmmicmmiL 

$tlTl^V\ ftW/R^fctfcD, Kv7X^Flk-l It 

T^«jb\ fcr-O^Mf/n?^ U^r>K-efe«VE 40 
GFOlg^^ffi^t^KthSVEGFggftKDRKft^ffS 

[0 0 13] -jRttheWOft***©*/^^—^ 
;l/tii#*k:hKS#tSi:, mtLXUMZmct 

W©S&*fattfcEfSU fflffffl*§l*fictfcO [J. 
Clin. Oncol., L. 881 (1984) ; Blood, 63, 1349 (19 
85) ; J. Natl. Cancer Inst., 80, 932 (1988) ; Pro 
c. Natl. Acad. Sci. USA, 82, 1242 (1985) J , Kfr 50 



mispitVryyXZftfc*) [J. Nucl. Med.,2fi, 10 
11 (1985) ; Blood, 65, 1349 (1985) ; J. Natl. Cane 
er Inst., 80, 937 (1988) ] , jffiftO&f&S&SfcMi; 
XLtZ$ttimt>tl~C^& [J. Ifiunol., 135. 1530 
(1985) ; Cancer Res., 46, 6489 (1986)] „ 

[0014] zMzmmti&m&zrcit), stpa 

hWtft^. Ml^^jntt&SWiV: rSCDR(compleme 
ntary determining region! 6Cf\ CDRfeB&iH'f 

ftmmmnm® asm m%tm) 

ft*#T?fc3ffifla*&t) [Proc. Natl. Acad. Sci. US 
A, 81, 6851 (1984) ] , fc hfcK4Uc«£, fc HK 

ttTVS [Proc. Natl. Acad. Sci. USA, fig, 4220 (19 

89)] o fchscDR ®fflm\tt\-m.mwz\L\-\w 
m%&%<mfov>m mmLtmtxh*) [Natur 

e, 32k 522 (1986) ] , ^/I^ffll^Ii^77K 
Ci:ff»&£nTV* [J. Immunol., 14L. 1352 (199 

1)] o 

[0 0 1 5] fi£oT, fchVEGFggftKDR fcMLT#J| 

[0 0 16] £P>ic, IStDlfifil^ lf5?X^cr) 
l^(Cj;0, -*SIKf* [Science,242, 423 (1988)] 
a5SV^tt^;l/7w F^gftirt^ [Molecular Imunolo 
gy,32, 249 (1995)] kV»ofc, it)/J^&WcD 

ftHtffTfcnrv^o -*^^^7,7i/7^ Fgsfb 
vrvymm, Jt-^ym^m, 

nrv^ [Cancer Research, 55, 318(1995)] 0 f^o 
X, t: hVEGF§g{*KDR #SW^IS^tS-*SlKftfe 
J:(i - ^77P7-f FgcSftKfta, @JfM©^«feL< 

[0 0 17] 
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mmmm. mmmum %^mm% mw^^ 

Wfflfc#S;tf#«>6n-a->5o St BEGF^gftKDRK 
[0 0 18] 

& ffi^MIS, *fMJ§IS, r«a^&ifii 

[0 0 19] t&fcS, +ffl(t fiTF© ( 1) ~ (4 
0) tPJtSfetOTfeSo 

(1) fttt®HgV$i#0CDRK CDR243«J;lfCDR33b^tl 
J Fftffi?IJ#S§5,6*5«fctf7, LfjtVM^CDRl, CDR2fc e fctf 

cDR3*^n^tiia^JS^& 9fe«kmoT*^*n«75/ 

VEGFg§ftFlt-l KttEfSL&^Sxft, 

(2) M\ tlhVEGFS§f*KDRO«^^t# 
S«Kfi*&r*K#T?*«, ±15 (1) fH8om 

(3) fafttf, tiWEGFOfc HEGF§g#KDR'\©*S 

ih ( i ) mmmfoo 

(4) mm\ \l hvEGF§§w«, ia?ij#^55t 

iBt2tlfc75 1 -SISSgcDWcfcSxH 

b-y^nts^t'^s, ±ie (i) ~ (3) 

[0 0 2 0] (5) thVECF§§ftKDR<D, 

s^Jif ^55tfH«c? nfe 7 ^ / mmi i -104, i ~i9 

4, 105-393, 295~393*itf394~518#gfr5aaftl 
±12 (1) ~ (3) ©^-fftfriaic|H«©Si 

fto 

»»ffrT*fes±fa (i) - (5) (D^tftfrimctm 

(7) tH« Hh^^^KftSfcttth^ 
CDR^W*TS5±fH (6) !B*©fcMfctafto 

(8 ) ifLfrcDHW^E5>JS^26T^$tl5757 

«tj£^fr, ±12 (7) wstnv-vm&tvffli* 

[0 0 2 1] ( 9 ) Kf*<7)LiIVffi^^E?ijS^271:v^ 

ztizr^/wmm&s, ±ih (7) bs©hi« 
do) Kf*© h n v Ms^ia?ijs-sf 2 6 ns 

757 HIBfllfc eW, L §@ V MfelWW 2 7 t 
tl575 7HE^#t?±fS (7) |B«©thS^7 
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(id K^oHii vmj^wijs^ 2 6 r-mn& 
7 5 /niw^ Liivf^wos^- 2 7 
n*75/SE#i£3&±§a (7) iaiccotbgj^^^ 

5tftKM2992 0 

(12) KfWJttf, Fab, Fab', F(ab') 2 , -*m 
ft, FSSftVfiWV (dsFv) fcitfCDRfc 

St^:/*h*fr£&tfn5jntt»TfrT-&S±ffl (6) IB 

10 [0022] (is) rift»T>w, Mtmmmmft 
iiwjs^ 2 7 Tvf^n«7 5 / 

Fab, Fab', FCab'K -*§Mft, dsFvfe<fc tFCDR 

^^7f-F^e,i^ti§±ia (12) mmm 

fro 

(14) jftftOHilVP&DCDRK CDR2fe<fclfCDR3^ 
n* r *lE#J##ll,1243,fctfl3, I^flSWDCDRk CDR2 
J: tf CDR3tf* n ^ W'J!t# 14, 1 5fc J: tf 1 6?* £ ft 
375 7l?ia?iJ^&, KMEGFggftKDR fcSfSfS 

(is) Kf*^, zmM%mmo>mm&fc 
mmzm?%m?&%, m (14) taioK 

fto 

(16) Jftffcft tbVEGFOt bVEGFggftKDR'VD 
±!B (14) fSKOKfto 

[0 0 2 3] (17) Kft^, t HEGFSSftKDR 

©, wmw^iztmtnkr^/mmn 1 ~5is#g 

©1B«fcfc«xif h-7*Elif-5Jnft-efeS, ±fS 

30 ( 1 4 ) ~ ( 1 e ) v^ttifr 1 mmmmo 
(is) mu\ thmmmmco, mm^ss 

Kf2ic2n/c7 5 7«ia?ijl~104, 1 -194, 105-39 
3, 295-393*5 £ tf394-518# g 5 Itfft 5 7 5 7 II 
E^J©M«t^SxtfF-7^Elt5Kf*T-fe«, ± 

ib d 4) - (i 6) ©^rti^ i waicom 

(19) fif**^Mt$tft, thfnftfeJ;tfcti50 

mmft-z&ziM (i 4) - (i 8) m^tifrim 

(20) thimwt\ tm**mmrdith 

40 SCDR^ffiJiftT-S«±fa (19) I3*«*o 

[0 0 2 4] (21) Kft©HilVlii^EMS^28f- 
^*n*r5/»B»J*^«f, ±1B (2 0) IBScOtF 

(22) tAmmmmmmmzn^n^r 5 

7WiJ^t?, ±!B (2 0) fa«OHhS!^7ji 
(2 3) Ja#©H^VM^E5lJ#^2 8T^?n« 

7 5 /mwi%%3>, Lmvmt&mmm 2 9 t?^^ 

tl57*SWmi&$iS±m (2 0) fB^thS+7 
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(24) mmEmwmmmnm 2 8 -c^sns 
7 3. j wrnvzn^ hi vMa 2 9 

tlS75/TOiJ^&±fS (2 0) fBKOfchS** 
5KftKM2995„ 

[0 0 2 5] (2 5) KMrJm Fab, Fab', F(a 
b') 2 , 5?X;l/7>f F$/EfKVf»fr (dsF 

v) feitftM^t?^^ F^SltftiSKftBrfr-cfe 
§±12 (l 9) ia»©fft#f[.tto 

(26) mm\Y\-%\ nmmnmmmm 2 s 
•?mn&7*/wmi*'$&, ftmimmmmi 10 

9T?^n«r5/ffiBa^J*&?j\ Fab, Fab\ F 
(ab') 2 , -*S», dsFv&JctfCDR^&'WFfr 
5!ffia§±!2 (2 5) IH«cOKft»rfro 

(27) ±ib ( 1 ) ~ ( 2 6 ) o^-rn^ 1 mmm 
ftmrmm kit c n e ©s^w fro^m 

(2 8) ±13 (1) ~ (2 7) £D^fn*M]Itfa« 

oKi $w»rtf\ $ fc tt c n a ©if 3- Kt * 

DNAo 20 
[0 0 2 6] (2 9) ±!H (2 8) f2fc©DNA^ 

(30) ±15 ( 2 9 ) tatcofflft^^^ 

(31) ±12 ( 3 0 ) tm<D&mMfo%t%t&fc%^ 
u j§««;:±!2 ci) — (.27) ia«©K^$fctt 

(32) ±12 (1) ~ (27) OVvf ftfr 1 «f£l2fc 30 

[0 0 2 7] (3 3) ±!H (1) ~ (2 7) ©ivffl 
1 atH2««*SrciiKft»fn-^ffl^Tt: FVEGFS 

(34) ±12 (1) ~ (2 7) ot^-rn^ 1 mmw, 
mm tc immftm^x n f vegfs§m*s8 
ess t m l mmzfivm® t t&wt 5 # s „ 

(3 5) ±12 (1) ~ (2 7) QWtlfrlffiCfflR 

mmrc immmmv^x y. f vegf§-§ mmm 40 

(36) ±f2 (1) ~ ( 2 7 ) OV^tlfr 1 M2tc 
O^Sfcfijfttttffrfcffl^Ti: FVEGFirt hVEGF^g 

(37) ±12 (1) ~ (27) CD^f tlfr 1 Stta* 
[0 0 2 8] (3 8) ±12 (1) ~ (2 7) Wvftl 

# mimmmmrcmmfrzm^. 
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(39) ±!2 (1) ~ ( 2 7 ) W-ftlfr 1 mtCfflSL 

mm k izmmzmm 1 1 % , mmm 

(40) ±12 a) ~ ( 2 7 ) oy^tnfr i mmm 

[0 0 2 9] 

F VEGF§§#:KDRcD£fflJS^ F ;>< 7 7© N *>$f fjfr 5 1 # 

<fc ^1 F^7 7©7 ^/Wjttel^/ 5 7§t#^ 
9 0^/KL/co #3Sf§«, t: FVEGFg^ftKDR fcfi 
k hVECFSSftFlt-i fc«EJSU&^K{fc 
H hVEGFgg#KDR® l~5#g<M2,77*P7>jyfi 
F^7 >J^l^c^t §f«®#rf § o 
[0 0 3 0] *^J<:tetf i»S§Ml£Si 
^©fflffittftSTiM (CDR) U CDR2fe,j;tfCDR3^^n 
^'tlE?iJS^5, 6fe<fctf7, IM^MS©CDRK CD 
R2fe <fc t/CDR3*^tl € ftSB?iJ## 8 , 9 43<fc tf 1 0 "Zf ^ 
?n§7 5/»± Sfcfct, Kft©llM^f««OCD 
RK CDR2fej;t;CDR3*^n ; ? , ni2?iJS^l K 1 2fc 
<ktf 1 3, gl^MWDRh CDR2fe«ttfCDR3*< J E-n 

^nE?i]s^i4, 1 5fei;i> i i 6t?^n«75/» 

E5iJ*-&*, frOfc FVEGFS§f*KDR£#Mfi^J^SSt 

[0 0 3 1] tiFftKft^UTii, tFS^^^m 
th^CDR (Conplor.onrarv Dcloinining RegionifflMft-: 
CDRfcI2t) ^M*^HA^^6n 

mm (kt, i^aHiitLT, vsmmmmtL 
xwztdzwtmr) %&xjmimm$.m. ax 

it, 7 7 F, /nA7^-, 7t*>yht ;W7 

[0 0 3 2] *JgfCt hS^7!7K#:a, H FVEGFg 
§f#DR«g^b, KDRCftffi^^lPt^t/^D-t/l/ 
ffl&£Mt&K<C7V F— "^ct *9, VHfe^mL^a- 
FtScDHAWf b, t hKftCHfcit/t FKftCL^n 
- Ft5Se?%Wf5fflWfflfiffl%H^7 Z-lCZft 

m^mm^m a t & ztic&<o%Mz mmt %ct^ 

50 u7U> (JXT, h!gi:gf27S) (<:H7ti(fv^^« 



13 

feCD-etxfcW^ hIgG^9X©fc©ftW®l?&D, Sfc 
hlgG^Xt/gtShlgGh hIgG2, hIgG3, hIgG4fc^o 

[0 0 3 3] t bSCDRi«rtft«, h UttOlWSl© 

l£© t MCDR ^filKfta, t FVEGFggftKDR fcg 
JSSU t B'EGF^gftKDR«§£U KDROftTBfcfPfirf 
t htt^ilWCKftOVHfcitfVLOCDR E^iT'ffi 
FKtt£>VHfc«fctfVL0CDR KflJfcWfnil&L 

tf t F»0CL%n- Ft3*£?£1ft3l*»ffl 

^f^-*iiU ilMffi'xIlAU ^s^-eac 

[0 0 3 4] t hSCDRf|«Mf*©CHfcLTH, hlgfcJi 

tntf^^ftsfeo-efeiv^ higG^5x©fe©*w 

HKhlgC^^XKJi-rShlgCK hIgG2, hlgG 
3, hIgC4^ofc^7*y-7X©^f ttfeJB^-SC fc^T- 
*3o $fc> bhSCDR^fiKftcOCLtLT^ hlgicji 

[0 0 3 5] t M»#£t aWi, t h 

Bs^e, us t mmfc^ % 77- m&im xt § 
c fctj: d Fab, -^mmmmm** 

S&?X^»¥j£{c±D, ^M'it b»\t>»ra 
[0 0 3 6] t h Stftg£ b 7 > X7x- 7 ^SMtfttx 

1 1 j: 9 n f- h 7 7 x ^ x - 7 7 fiwt sa-r 
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W^tiT^§A^/ij F-v{fSW&££ D t bfrt 

ftg£/vr7y f-v§#, m*^acfe -pigsty 

Ta, Fab, Fab\ F(ab') 2 , dsFv, CDR^r 

^tK7^F&H*wsti3o 
[0037] Fabtt, i gG *g&nftfmm>wy 
xmhxmnmmo^ (Hii©224Si^7^y 

m*JW7 1 n^xm^Lrc^im^-nmwM 
10 &ffi'mm%mmftxhz 0 ^mwaut. thv 

ECF^*KDRfc#«c£jEt3Kf*£Sfifi^WSi 

;wyxmixnzcttfx%%o m& 

£)Fab£ ^ - F t S DNA^0H4W%3S^7 * - & § l> 

[0 0 3 8] F(ab' ) 2 tt, I g G §iefi^«S^7° 
i/ LTffSnSiTfrO^S (II® «234S @ <D 7 

^/mmxmmti%) , Fab^ny^^o^x^ 

^B^©F(ab' ), tt, t hVECFSSflaDRt^WERJSr 
Sfcti, MmW(ab') 2 ^3-FtSDNA^JI 

^ ^ - ^ a v ^ anai .^n^ 7 ^ - 

X-rscfctiO^*^ F(ab') 2 ^«ltact^ 

[0 0 3 9] Fab' tt, ±fHFCab' ) 2 ©t V^Js?O^X 
30 ;l/7-C Fig^^«^L/c^l^57?©KMS^gtt^ 
§Kf«frT'&£ 0 *^©Fab' t hVEGFg^ 

-mmixmztftxz&o tmt, 
m&zwmwm^mxtzctickiom^ 

Fab' SSBgtSdfc^TftSo 
[0 0 4 0] -*^frtft CMT, sc^tmt) it, - 

40 PfcjfrT) m^XmftSLtc, VH-P-VL^V^LaVL-P 
-VH^KU^T"^ F^-fo *^T-^ffl$tl5scFv{ct 
Sn«VH*«fctfVLfi, hVEGF^§Mt# 

a. t: hVEGFS§ftKDRt#HB^KMfS-r-Slafr©VHfe 
i^VL^n- FfScDNAMfL, -*fKft£3- F 

50 s-e, -^ffiftfcSJS-rscfcff-esSo 
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[0 0 4 1] *?7>)\>74 ?imtmm\n (JKT, dsF 

-f>«Sffl©^X;l/7-f Ff£££/rLTS££#fcfe£> 

erSfCi^Stlfcfrffi [Protein Engineering, 1,697 
(1994)] fcfct. Kft^uft^^S'Jta^V^Tl 

bVif^fr it t It £ n S VHfe ± tfVL h v 

[0 0 4 2] immv™~74 FSSMlSiit 
a, t HEGF§§ttKDR£ft&ftfcE£*Sffitt©VHi5 
cktfVL^3-F-r^cDNA^X#L, 7X;P7^ FSMb 
Vf«ft£n- FtSDNAMSU ^DNA£M$» 

Kmm?zzttfx°%&o CDR*£rtyWKi4, HH 

So «&<DCDRM\ it&£fc«S§&'WFUy#- 

[0 0 4 3] *5gffiCDCDR*^«y^7'f-Ktt, K bVEGF 
SSFftKDRfcftgfifcgtff S Jaft©VH* <fc tfVLfc 3 - 
FTScDNAMtbm CDR^3- F~3"SDNA£$tfg 

, tBocS (t-7^**7;*J>l^;R£) 5 
©ft^^c <fc o TSUI" s c t> ? t S o 

[0 0 4 4] BteJatttt, FVEGFggftKDR 

2€fd/»l^ 0 #&$0Hl£ffitttt> tFVEGF^g 
«Lt«^§M^ac*» M**5 «fc m^trit 

[0045] mnMi^mtLTn, 131 u 125 W 

SiRftSrit £JfS£ £#S u i; i? t S 0 t 
LT«, t7hP7xy • vx#-F\ ^7^P7*X 
77^F&HW;l^/WKl 5-7/l/*o777;k 
/yFW-Ki ^ftiSMi> 77 x 
/l/tY-fi/y, v7hv7yyc, 77//H7>y, 
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F^v^tyy&2«fM, t£y?ux7y, ty 
77X7y, tr>r^y©«fc54ii*7;I/Aa-f H\ X 
^77 x y„ r+U"* ^ V y% SOfc/l/ty&I^Ojn 
5SfiJ (H*glWM^Il 1 9 9 6^ 

mtitmmt) ] , £fc»>vf Kna-fVX 7 
bK-7y&if©Xrn7F^ 7Xtyy, 7>F^ 
£ 7 y&iMXrD 7 FfJ, &f-#TU-K ^-7 
55y&ffOftai9HiSI, 4 j-7 ?P7*X77 5 Fx 7 
W^-7U yftif^gTOJfJ, v W7|6^d;1/7x 
10 ^75 y, £Uv7^y0«k5&ftfcx*sy#J3©jn 

,i| J 1 1 J i J Rl 7 'I I^IH'WI 

inM£S££-eS#ffi£: 1TB, VM-h7hT t F 
*^ t'C ^7 / v7 7 y i;Kf*©7 5 7S^f§££ ■& 
sm 7j<?tttA;7-P775 F^LT^yv^yy 
©75/X£Kft©7 -7 ;l/S*tS#S ■& « 

[0 0 4 6] iSItlTii, ^MS«^rSttfbt 

20 7+y2, t hSlM-"7^n77-7-3ti--$iJi[ 
H?x t hv^a77-73D--«gi? s th7y 

«v K*S/c«SxftiTit^3- Kt*cDNAKgfifi*3 
- Kf*cDNA*HS*^ ilt^iaf*^^- KtSDNA* 

[0 0 4 7] mmmmi. H hVEGF^ftKDRtlg 
n't, t: MEGFOt hVEGF§§ftKDR-\0|g-&^S* 
U> KI)R®7ltj^4 : ft7«/c^, HhVEGFAWSlfnt 

is-tt, in vivoAiSiT^iffitt, mmmnm 

SJfM©ti«fe L < iiWI, fiftMU'J 7v^tc 
fetfSlfi^ *1^«SI, 

40 z&mmmnicx. smmmzmomtsz 

rVECF§§f*KDR^yy D— fhfflk Sfc hVEGF§§ 

O'Kt hVEGF§§f*KDR7X^7^f F5£{fcK{*©SJg 
& ^emclSifrt J: St MEGFggftKDROftttifc 

[0 0 4 8] 1. 6tt hVECF^SftKDRt/^D— 

( 1 ) mmnm 

50 FVECF^§*KDR* / 1 V—fmfcZimtZk 
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<D®&W&n%Zmiflbtl&o t hVEGFggftKDRfc 
«Sffifc^MtSlfflBSfcLTtt, NIH3T3-KDRMS Lt' 
/l/XP-X r>F rV77yyyx— -/a> (Cell 
Growth & Differentiation) 7, 213 (1996)] >tfW 

GFS§f*KDRgaas s winseft tmowcm t 10 

(Cell Growth & Differentiation) 1, 213 (1996)] 

{CiD# etl/ct: hVEGF§"«?{*KDRM«, 
SSS* "F^lt* c tic j; ()lEHBSrtfe§^«fgS±jf * 

[0 0 4 9] HihLTtt, Ifflfk US. KrfM& m 

mttmfc^mmxzz&tDxm 

tf, v-fm?fe«fcVo MiiLTii, x^x>Jt7'3 
U ( Escherichia coli ) , Af-;l/X • XXX- UX (Baci 
llus subtii is ) fOx~>x'Jtra, a^xS^O 
fflS*W^n«o INSfc Ltti, X'y77P5-t:X--{r 
Ptfyx ( Saccharomyces cerevistae ) - yXXv^Q 30 
5-tX • ( Schizosaccharomvces pombe ) mm 

AffflR X/l/®«-e53C0S«, X^Xx-X-a 

i.x^-«ifflfeT;-fe§cHoifflis^wj^$n§o Mfeiffl 

JgfcLTtt, Sf9, Sf21 (7r-^^>tl) * Hlg 

hFive (^yehn^xyas) mmmznzo 

[0 0 5 0] #^0DNA£3?A"f*'W-fcLT 
§0 IfflS^ Mx.«xyx'Jkr • 3U ( Escherichia co 40 

h) m±tbxm^t§£(Dmi^$-tixii, 

D«SftTl^cDftWt:LWA Mxii\ r»pCEX 
(77^>7m) „ pET S/Xri* (/AXxytt 

[0051] fflg^©iim^7*~©«A£r££LT 

tt, M'{CDNA£#At&7?&-?aDtUi\ 09*.fc£ #;l> 
^->A>T3j->*ffl^5*ffi [^a^-r-f yXx • XX 
• if • i-i/ai-fr • 7ftr^~ ■ XX • t-fxyx • X 50 
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?'f • U. S. A. (Proc. Natl. Acad. Sci. , USA), 
69, 2110-2114 (1972) ] . XUrX^Xhffi Cf#PH36 
3-248394) t& ^-fnO^ffifeffll^tlSo BMS^X 

Y E p 1 3 (ATCC37115) , Y E p 2 4 (ATCC37051) , 

Y C p 5 0 (ATCC37419) m^%ft%o 

[0052] mm^nm^$~<Dmx-fimtix 
a, mmimkmxt%mxhm$, mm, ii/ 

Zhu$U~-i/ay& [>7vX • XX • xyXXtn 
^-(Methods. Enzyaol.), 1M, 182-187 (1990)] , X 

7 x p X^ x h m LXp y-fV y ?'x • XX • X ■ X 
i/a-tfr- 7#r5--XX-X^xyx -XX-X'- 
U. S. A. (Proc. Natl. Acad. Sci., USA), 84, 192 
9 1933 (1978) ] . ffi®V?Vl»m [y>-X/WXX 
•;^fU*P->*-(J. Bacterid.), 153, 163-168 (1 

983) ] ^ftwjj&m^zti&o mmm*fi} 
±tLxm^m^iaz, mi<t?-£Lx, 

& pAGE107 :WffW3-22979 ;Whf7/P 
X-(Cytotechnology), 2, 133 (1990) ] , pAGE 1 
0 3 [XX-t;l/- XX^WXSXhU- (J.Bioc 
hem.) IfJl, 1307(1987) ] §#ffi^&ttSo 

[o o 5 3] yvt-z-tbxtt. mmm-em 

*Jf^ ^--f h^^D7^;bX (CMV) ©IE(immediate 
early) Sfe?©7at-^-, SMQfcSWi* ^Df- 
^-^^y^Xat-^-^feifen^o the 
MV01Elfe?©x>7Ny9--^XDt-^-ti:fet 

t LTfi, Si«ffl)iS{i:DNA^i9At«75r ffiT'fen^ M 
xp^hn^y-y 3 yr£ »Or)/n^ 

(Cytotechnology), 3, 133(1990)] , VyWihWk 
?£ (1$ffl¥2-227075) , U*7xxyayr£ [Xn^y- 
rV yXX • ^"X • X • ti/a+At • r*r 5- • ^X 
•X^xyx-^X-X 1 - U. S. A. (Proc. Natl. A 
cad. Sci., USA), 21 7413 (1987)] ^ ^"ftlOSffi 

[0 0 5 4] H*»^?t±i:LTM^5^-&ta, f] 

;U*P^ XX^/yM -3 4 (Current Protoc 
olsin Molecular Biology Supplement 1-34) ^ 

D7-f;i/x--<7xxy7y3y-^^^-x\ 7-7 

F V — ' ^?~-j-7fv (Baculovirus expression vec 
tors A laboratory manual) ^IctMitLfi^lcXo 

x, $»i?mmmt%£tftx%%o u 
jfrzzmmmicmALx%!mM%m±.mm 

[0055] mte-j-mk^z-tbxn, ®mi. pv 

L1392, pVL1393 , pBlueBacIII {tklC-ly^hVi? 
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7 v 7577 • a y 7* fr-* - ? 7 yr- • #y ^ f 

pyx • 7-f ;l/X(Autographa californica nuclear po 
lyhedrosis virus) &&tffflV6n3,, Hfi&fc'M/l/X 

mm? s fc»$\ s«s-\£D±!Hiiii^ifi-T^ a 

^77-^±tH^aP7^;l/X(^iA£)£tLT 
14, yyii*;l/^9i*ffi (#H¥2-227075) , 

U #7x 7y a y*£ [7°p y-rV > 7'X • t7 • If • 
ti/BtJV ■ 7#r5- • *7 • 1Mx>X • #7 • If 10 

• U. S. A. (Proc. Natl. Acad. Sci. , USA) , 84, 7 
413 (1987)] m^^tiZo 

[0 0 5 6] £fc, 7T-5^i>»^iPd- 

jfrXftimLfcCD*,, MjZRLfcSf9, Sf21&3W4Hig 
h Five §<DM$MBfcffl&&&%.V J )l/XZ!S8!i2'& 

f 7/Py- (Bio/Technology) , 6, 47(1988)] 0 1 

^ges^s^msttT*^, ^■fno^rffit.ffl 20 

7° P-/PFX7°yy7Vw<;-7#- 7bX 

[MolecularCloning 2nd edition, Cold Spring Harbor 
Lab. Press New York (1989) ; £Cr\ r ^b^a^- 

[0 0 5 7] K±cDj;d(cLTf#enS^SKS^±g 

6 S» 3 C t (C i *9 , t h VEGFg^ft 
n)RO^S**V^tt»^Wfr%*0*$»S^»4»&if 30 

[0 0 5 8] ASI«fe3l^4SIS^«4tl^±^L 

r#5n/cffJifeM*^tggtstg«t urn ffl^ti 
±i, ^mm^tnmv^x^^ 

7P-xy7" 812 fig) o l'§«SS£fc« 
i^Sm*#Jg«&H®!6^W&#"T\ 15~40TO6~ 40 

j^|g^y7i,, yyt-ritzmvrftSo mm 
a^stcjs 7 y ey y y^r h y 7 y y^o 
K»fi£tgtOMto lt t> <fc i/\ 

[oo5 9] mmmzmtLxmnmmm 
mmtzimthxii^ -m^mnx^^R pm 

116 4 OJgifi, E a g 1 eOMEMJgJfiSfcttttlS 
S«> at5«C0i#&T> 35~37t)T*3~7S^tfV\ if 50 
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[0 0 6 0] M**£©±£LT#WcJ£fi$« 

[77-^>i?x> (Phaningen) ttS] , Sf900I 
ISFM [7^7r77Py-X (Life Technologies) ft 
S] , ExCell400 , ExCell405 [^ftlfeJRH >U*V 
Jxy*/-X (JRH Biosciences) ttS] ^ffl^btl 
3 0 ig««. 25—30 °C 1 ~4 H ilff t \ 
j£ ire, >#OK»H^««t}itt LT 

[0 0 6 1] ±!Htfe^T, iitifflEfci^M^WSfT) 
igStfel^t^fetUf, t MEGFggftKDRflijg 

tifcmsicit, %m%7Wi, mmmmu mat 

IStDW, SUSS, 7Py^7°bX^H{cj; 

3o 

[0 0 6 2] £bfC, «rtf^i§^ffMbfc«^t 

3o 

[0 0 6 3] t hVEGFS'§«DR ©^S^3l^4^»T 

vc&zo)* t frzwmftmm t Lxmrntftm 

ymw?h?77j~, mia^n?h?77>f 
h 7 >r - iieffi 7 p ^ h 79 7 ^ - mm. m 

[00 6 4] ( 2 ) »£D^gi:Mftl^lffli!CDilS 

#y>tyn.zts&zi£xmirz*), &^mmm7 

[0 0 6 5] ^^'J77y^7KfcLTi4s x^y^v 

^yr^x ^-*-;vyy^>y h^y7=.y, 
ifrw^x ^^p^p^yy^^^en, 7y 

a^yFfct/tti, 7P-fyK0^7v ? a; < 5yh(Com 
plete Freund's Adjuvant), 7]<f|{E:7;u5x7A7";Iy t 

saigS77^y^fetf^n3o ^gijfttbra, 
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[0 0 6 6] KH<7)&m 1 lei 1 ~ 2 

HflHSta-iolSfi^o 5x®0&5SJ4IW4l l ESfcD5 
0-100 /xg«£U\, 3 ~7 BBfcSMSft 

f^i<Ji:fM&SWiSf« DMiU iMOift 

m (ELISA ri) : E^&lfiJ (1976^) J &£«gf 

[oo6 7] m^mmmm ~7bbk, &fi»ti 10 

«fc 0 4»BO*ffi [7 yf ^ -X • 7 • F y 
- • a 7;K 3-;l/F • X^'J y9>\-X- • 5# 
5Fy — (Antibodies A Laboratory Manual Cold Spri 
ng Harbor Laboratory, 1988) , £TF> 7>f"#rV — 
X • 7 • F y - • v- a7;bi:fH-TJ fcJUUTU 

So 

[0 0 6 8] (3) filHIfflEOMa 

5, S^+f^y-yifftv^X (BALB/c**) fifflffl 20 
J§*P3-X63Ag8-Ul(P3-Ul) [G.KohlerP> ; 3-Dtf7y 

• • tf • -fA7 oi/V (Europ. J. Iimuno 
1.), fi, 511(1976) ] , SP2/0-Agl4(SP-2) [M.Shulman 
5 ; M?*- (Nature), 22fi, 269(1978)] , P3-X63-A 
g8653(653) [J .F.Kearney 6 ; 9 J*r—tf\/ • t~f • A 'h 
yu^VG. Immunol.) , 122, 1548(1979)] % P3-X63- 
Ag8(X63) [G.KohlerP> ; *>f ^-(Nature) ,25L. 495 
(1975)] jy- tfha (in vitro) ^*Rlt^ 
#Mffi«at?&ft«Vfr & S OT* fe «t K C ft 6 £>ffl 

rV-X • 7 • F U- • T-a7;W ffl 

«&sf$^c2 xio'fi«±<7)«t§5iffi'rso 

[0 0 6 9] (4) fffl»^^/^P-t/F»D3 
0)%, ^yx^L>y^7^n-;V-1000(PEG-1000)^H 

y«rthy>Ai.83g , y yft-#y*i»o.2ig , & 

S7.65g , MWKl U7h;K pH7.2 ) ftiffcfflVSo 40 
S/c, IS£»£S2€S±!Mi:Lm i^tDi!^ 
«0 P>tlS J: ?(C, HAT^flS {rE^ig 

* [RPMI-1640 ^ite^;ly^5y(1.5mM) , 2-^;l/^7 P 
Fx£/-;1/ (5 xio" 5 M ) , ^xy^V-Yi/ydO /i 
g/ml) fc'cfctfWilMf (FCS) (CSL m 10% ) %M 

xmm\ ict#*y-y?y (w 4 m ) , may d. 
5 xio~ 5 m ) ti&xir^/^TVy (4 xio~ 7 m ) %m 

mfc&foLK^yy'jvmm&o mm 50 
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mizk D tv--y?*ft i\ 8^&$|j£i£fc <fc D 
[0070] rnmmim 

75-iflLfcfeO^feSo MWttt, a-<7D F-vft 

-^mmWitbXl^ >\W) F-v«668 (PERM 
BP-6216) , KM1992 (PERM BP-6217) *3j;tfKM1995 (FE 

RM BP-6218) «<|Stf 5tl*o 
[0 0 7 1 ] (5) t/^D-t/l/KftOSa 

fiensigg-i, tztdi&VKZym. [2,6,10,14-r 

F7/^;M>^r*y(Pristane)0.5ml 4fflJgrtS# 
L> 2 SMfflWtS] t/c8 ~10a^v>XS/c«7 

[0072] ty^o-t;!/^^^ ffiisita^ 
fcLT«, 40-50% iSft^yy^-^Aic 

J;SS*t, *^'J;l/»ajQj£, DEAE-^77P-X*^ 

§o cmmcxv, igG fesv^aigi h^*@iru 

Y tf y 9* 7 F & 2*ffli^Tfx5 c 
So geaili, P-y-^^S>/Hi280nm T*CD®ftfi 

[0 0 7 3] fiW7)7X>!i, Z'yTJWTJV 
WfQZtT** V^XT'tt IgGK IgG2a , IgG2b , 
IgG3, HF-ett, IgGK igG2, IgC3, IgG4tfStf5nS 
^\ ^KV^XIgGK lgG2a , t: F IgGl^^f7(i, lift 
K#ttffl,S«Sffitt (JWT, CDC rg'ft) 
ttfflMIIfrStt (KT, ADCCS14) 5fU i^S^OJS 

[0 0 7 4] 2. tat BEGFSmOR t: MBr»cDft 

a 
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v\mwwm^ z-mm%> 0 t him 
K£*>mmt<tifcmx-3t>z> 0 \l mmc mmtir 

It, ®mi, tFKfrH BXitC yl ^>C y4 . Hhia 
§ Ifc^ffiA^IgT f § fe <D X fcftfcf Vfrft S © 

T?fcflJ^Sz:i:tf-i?t*o M*.Sl PAGE107 [iMhr 
7/P^-(Cytotechnology), 3, 133 (1990) ] , pAGE 
103 • *7 -MttrSXh U-G.Bioch 

em.), 101, 1307 (1987)] , pHSG274 [^-y(Gene), 
27, 223 (1984)] , pKCR yf • • 

• ti/ai-)V • 7*r5- • ■ +f-fx>X(Proc. N 
atl. Acad. Sci.), 78, 1527 (1981)] , pSGl ]8 d2-4 20 
[tfYFr*7n$MCytotectaialogy), 4, 173 (199 

o) ] m&ifzti&o mmmwm^*~m^ 

^57FU-(J. Biochet.), 101,1307(1987)] , to 
x-v776ifc^7^;t'7£>LTR ^n^^-ixyA 

• 3 = j-)-->3 yX(Biochem. Biophys. R 
es. Comun.), 149, 960 (1987) ] , %&X$%&9u~f 
U>H f?<D7o^~^- Dfe/KCell), 41, 479 (198 30 
5)] fcxyAytf- Dfe/KCell), 33, 717 (1983)] § 

[0 0 7 5] t h^ia^OT^^^-^. fftflatig, L 
ff*W^^-±ic^fttS^7&SW;ill-<D 
'W-.tlCfrfc* S7^7 (*yrAS) 

?-«*h iife^t/L twsicD/^yx^ns^ 
<d&x$ yrmcot himmm^t #-<Dxm 

2 Ha [S>>-t7l/'#7' Jk/x&jjfl/' ^7yX 40 
(J. Imiunol. Methods) , 167, 271(1994)] 0 
[0 0 7 6] ( 2 ) fc F KWMft tl^Jtft OYHfe «fc £M 

£n-FTScDNA€>M# 

ftKDR tyi'D-t /MStt ©VHfc cfc tfVL* P-FT£cD 
NAttJKTOi 5 fc LT®#frS 0 St FVEGFSgftKDR 

ty^-t/W^lit5» N m«\ v77fe 

FVEGFggftKDR Jntffc££/vf7'>J F~^«fc DiRNA% 
SWiTvXS F*£i?<7W*-fcifAU cMA^X 50 
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ti^m mm, ^ymmmmfih^itvm 

fS&ftZ-fv-ft LXm\ VH£3- FtScDNA^ 

tmmyj-y&zhmmm??^ f\ 
vL%n-F , rscDNA*frr«ia8iA77-^fe*wiia 

S^ttlB&S.77X5 K.hO@^fc1-SK*OVHfe<ttf 
VL<£>£igSiE?lJ£jfc£U DVHfe ,ktfVL£D£ 

[0 0 7 7] iVHfeitfVL^a-FtSmSffi^JfcLT 

So E^S^l^/T^nSDNA^ttfll^^y^X^ F 
pBS1992II£Wf S ASIflDH5 a /pBS1992H. WA^IX 
^StlSDNA^^M^y^XS FpBSl992L^'t 
S ASItDHS a / P BS1992L, Wm^TQ^^mm^ 
t2'im^%- 7^7 5 FpBSl 995H££1- SXSISDH5 a /pB 
S1995H. IB?iJS^4-evrx^nSDNA^^£?ia^X.y^7 
5 FpBSl995L^WrSXSiSDH5a/pBS1995Iii, XHS 

1TB l#3^) fc, PERM BP-M^ FERM BP-6804, FE 
RH BP-6805, FERM BP-6806fc UTSfESftTVSo 
[0 0 7 8] (3) 

15122 (1) T'«^LfctFfkrift^^^^-©t 
hffiftOCHfc.fctfCLfcn'- Kt«ie?0±Sf£f^ t h 
«HcDi)]tjcDKft<7)VHfc' «fc CfVL^ 3 - F 1 5 cDNA^If X 

CHfe«fclfCL*3~Htsafi7©±iSlE{J:fcB^UJ6t: h 
^©i&^OKft OVHfe J: Wl* 3— F1"5 cDNA^ ^ p 
-x y ^-r s 7ci6©F)ifJPIil^O|glE5iJ^^r fc# , 
c ©7 p-x y F K t h K^oliitJ©fM©VM 
K'TScDNA^TIBtM^a'a-^DNA^^LTif 

ft0V®l^cD3 , *SiJ©Ma?iJ i: t F Kft©CffiJi©5' 

So 

[0 0 7 9] ( 4 ) t. h «^©»©fitf*^CDR SS?IJ© 
W«#*n/c4»7y-i,7-7«M (JWT^ FRfiS 

tm) tzmmmtmmmtiznh.fc 3 «© 
mmmmm ccdr) ^e^^T^s ty-^-yyx- 

t7- 7PT^yX- ^-7- ^i,7P7*;F' ^y^ 
U7 h (Sequences of Proteins of Immunological Int 
erest) , US Dept. Health and Human Services, 199 
1] „ *LT£CDR (CDR ffi^J) it, wm 
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vmm mmvr^/wmm [y-^-yyX' *?• 

(Sequences of Proteins of Immunological Interes 
t) , US Dept. Health and HuianServices, 1991] tit 
tW« c i: K«fc 5 mM? 3 z. t&X'i* « 0 Hilvfi^oCD 
Rl> CDR2fe±tfCDR3©*ftff9i:LTtt, BEW§5> 6 
te<fctf7. f feiffl?[j»^l l > l 2fe«fctf l 3&i!tf 
feif 5*IS 0 LflVH^OCDRK CDR2fc<fctfCDR3©ft*M 

1 4, 1 543±tfl 6&£tffcW5ft«o 10 
[0 0 8 0] ( 5 ) H F SCDR ®WmWfc%% 3 - 
Ft3cDNA©#f|g 

t hMCDR WKftOTHfeitfVL^n-KtScDNAaW 
O^TlfRt^o t FSxft0V^$©FR©7 5/l8IB5»J 

urn t ymmmmmm^r ^/mmix 

Protein Data Bank EfiSSfttVSfc hKftOVflU* 20 

rJy%' *7> -<I*/xi*Jl3ft' -<y$lsXh (Sequ 
ences of Proteins of Immunological Interest ) , US 
Dept. Health and Human Services, 1991] tf&tf^tl 

z/mmitm^m. m t < m5%&±m®& 

fti$©FR©75/I?E?iJ£3-F-t£DNA mit^tfJO) 30 
thtt*W)fl*OJiftOV««©CDR 
3-Ft3DNAfE?(J£S£i§2#-i\ VH, VL^tVfftOT 
5/IW&3-FT3DNA E^KIfTSo CDR&B 
Kft nj^ffi § fcftEfifr LfcDNAEJflJ 

9— If • f-xJy • VTZi/z y (PolyieraseChain Re 
action ;KT, PCRfcUt) *R5o PCR X<DR&m 

<fct, 6*©£fiScDNA fciSfrf 3„ SJSft, ttiSrfrfc 40 

mm^$-icy-7^v-~yyu znxmtm 
mi. mo* vmcw «p» h^©7 

5/tI»3- Ft£cDNA£mr/7X5 F£$#f 
3 0 ^100SS£D&^fiMA»^yX, 

7 y=H> y x fe fc£iB*ij££$ l , <f-tib£'7-->j 
y?\ utr*ci:-e, @«©th-scDR i*K&©# 

§!©V ®«©7^/«ffi?ii*n- Ft ScDNAfcHttgr* 
[0 0 8 1] ( 6 ) F SCDR gffifittOY MS©7 5 

/«ij©bm so 
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b FSCDR MKftfiiWOb F«^©»ft©f/t{*©V 
®Ui©CDR ©*£tFKf*:©V «QFRP^C, 
fitLfc/Btm ^©Sftttt i:©k FJ^©l«©la 

[;WW/n«^ (BIO/TECHNOLOGY) , 9, 266 (19 
91) ] o ^CT?tF«)V fi«©FR©75/»J© 

&&^imfoviLfoMimmmcm^Lx^m(D 

S£xW<fc<^eWci6, X f^Mr&SWirty 

if a - * - * r u y if mm ^ mmiimmmm 
iSrT8E& t F SCDR^»©l)gria*/£iiu^ tit 

>mx*%>%o 

[0 0 8 2] MULkt hK^©V®^C0FR©75/t 

m\<D®mtm<DMmk7°7^-m^xmi2 

(5) fC|H«OPCR ^^(IfcEiDl^tSo PCR 

[oo8 3] Ufa ^\^mr^ymw^^Mx% 
35JSS^ -t yx^g^-f v-Rti'7 yf-fe y x 

E?iJ*3-F-rScDHA^ty^7X5 F^StLT2 

fw~-ym, zoimmimMu m<om 

[oo8 4] (7) t hscDR mmmm^$~(D 
mm (i)<nK\>mftwm*$z-o)KvmM 

H&tfCL^3-Ft«Sfe?©±SitfC, MS 2 (5)fe<t 
ri 2 ( 6 ) XWM L Tc k F SCDR#»nft ©VHRtfVL* a 
- FfScDNA^if At, b hSCDRMKf*l§l^^^ 

ft©VHR tfVLO 7 5/ HE?iJ% 3 - F T S cDNA^Ht 
5fc46©PCR©^5C5' «fctf3' *£§©^ft£DNA©* 

«k ®i s w^o^i8Fti?ij*iiA-r § c t x\ mm 
©k hmwmmz- Ytm^comi^m 
mmmxm? \mxt % c t s § 0 

[0 0 8 5] ( 8 ) t FlCSift© -lift. ( r 7 y yx > 
F) IgSfeitFSftflffi 
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miz o) con m^t^mm^z-, 
mm (7) ©thscDR mmmk*z#-$>zv 
ix^ti^mm.^ z-m^-i mm (atcc crli65d 

ic#A Lt t h {tKfto-lft^a l* y 7 X • 'f y • 

7^ Wf-y^ • 7b <y F • U^-^ (Methods in Nucle 
ic Acids Res. ) , CRC Press, p. 283, 1991] 

[0 0 8 6] COS-7 MM^<V%M^$~(DmX&t I 
Xli, DEAE- f+Xf7>ii [^V>yX' 10 
-fy?' 7'>7 F- U^— (Methods in Nucleic Aci 
ds Res. ) , CRC Press, p. 283, 1991] , U^7x^~> 
a ym [7ui/-T<{ • -f'tya t/l/ • 7 
*f^-t7*'' f Niy^ [Proc. Natl. Acad. Sc 
i., 84, 7413 (1987) ] tStf&tf5ft3, *>?Z-OM 
Aft, igS±t»^©tFftM*tf)SftaMSl (5) t 
!H«^H^gIMi (ELISA&) ^ic£<3«rtS;: 

[0 0 8 7] (9) t F{fcin#©S/£ (Xr-7*/W 

mzmimm 20 

|ff!H2 (3) OHhl[^9fiifl:5Si^^-fe<ktfi(i 
>tiz (7) ot: HtfXDR^^fcW'^-fcMVi* 
?S±«;:*f AtS c kick D t FfcK*£g£££ii 

'W-cDCUfcfcLm xI/£Fd#u— y 3 y& 
C#W¥2-25789K +KFr^/nS>- (Cytotechnolo 

gy) , 2, 133 (1990) ] £tffctf6tl*«, 
[0 0 8 8] fcM^fl^^**-*l*A*Slfi»l 

*tT-fews\ v^saaie-efeffl^scfc^T'fSo 30 

V?>sSP2AHgl4» (ATCC CRL1581) , W 
XP3X63-Ag8.653 Ml (ATCCCRL1580) , S>fcKP|B8 

CHO « [7°a 5/— t* -f y^ • *7 • if • +i/ 3 • 
7*r5- • t7""9--fxyx (Proc. Natl. Acad. Sc 
i.) , 77, 4216 (1980) ] , 7V FYB2/3HL.P2.G11.16A 
g.20« (ATCC CRL1662, J£H\ YB2/0 ) ^ 

*wsns 0 

[0089] ^zz-mm, thitrmmmc^L 
mmmiMkits wen-vsim t^snrv^ 40 

tffiz&W G418fej;ciFCS *frtfRPMI1640©lfit±t) 
So iMS^cDtiMtiafttDgttaMIBl (5) icWM 

com* &m mm s . $ MeM*. 

¥2-25789CT*2ftTl^£z&c'$l\ DHFR«fe?ii 
[0090] t MfciitftMu M«^»tri<fc<9 

~7VT-f>k fi7L,%M^rmmt&Ckt>^ZZ> [7 50 
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y-y^rVX (Antibodies) , A Laboratory Manual, C 
oldSpring Harbor Laboratory, Chapter 8, 1988 ; K 

fltf^lHu * U 7 7" U ;l/7 5 F^vHIfJuMi (SDS- 
PAGE) (Nature) , 227, 680 (1970) j 

9iX^>7*n7f^ y^S 0'yf-*rVX, Chapte 
r 12, 1988; ftlKtS. fSS L fc t F f fcK#<Z>£fS 

Miai .(4) tia^Ti^ifi-iDi/g-rsci:^ 
[0091] no) thitmvmm 

pL, KDRCffffl^r^PtSo C©fci6, 

m\zMmh%k%ttti%o %tz, wmmmv 

fflfc&L t h^tft©75/ *EWfcE&#1- 
&khkX°h%m. t Fftrt^Sltt^Sf, 

[0 0 9 2] S^Stt, ^SfC^LTlfe^^fe 

m\H, mm. bit, mmzmmmwmn 
mzhmckmz, mmm<DM^ mmt 

m\Hmwf%cki?i:Z%o mBMkbX^ 

pi mm, mm, mm, T—^nmmif^m, 
[0093] mmmmmmk lth, mi, y 
o-ym %y*>m. m\, mm, mmmmifz 

7k, i/Bts, y;veF-;K ^yx^y 
y^U a-;K 7°neyy^u x~-m<o#V 3~;i/ 

^;-?-5yF^7W/^»HWtimtb 
[0 0 9 4] *7-t;l/§iJ, m II] SiJ^Fii ?L 

fit, yy^m, y 3 R vxf-;hokm r> 
fy\ 7b$ywtr hvvmmmk xrruy» 
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81 !if»xXT^©^ffiSm ^U-feOy^©pj 

muzmt int. mm, mm, mmmmttrnz 
tiSo aftf^ja, ism ^F^Mim &swiK# 

[0 0 9 5] Mi^J^fi, *mffclllli6Sfcfi*;l/* 

^stcsft^^T^jns, mottle 

»&T\ ^o^f^^MJ^g^^LT^IS^^iK 10 
^Mt$€StS{*^fflV^T!MS*tl«„ fifth LT 

ioit^fiwiiici;^ xrayvK f^w 

S*V IfttfA 1 BSfc 0 10/ig/kg~8ig/kgT*&3o 
[0 0 9 6] 3. fit: FVEGFggftKDR -AttKft©^ 

S 20 
(l) -3MHSfr5Bi^^?-0«MIS 

1122 (2K 2 (5) *S.fctf2 (6) fcffillROfchtt 

^©i&tf©fjxf*££Wik: hSCDR $WKft©VHfe<kt/ 

vl^ n - f t * cwk^-mmm^^ z~\zmx 

T tic J: D t FtW©I«©1M©-#iilaft&"5 
Wit FSCDR$*S$©-*f}^©%3I^7 

CDR ^«KftOTH*3<J;m'L§3- FT3cDNA£ffijA#^ 

T?*So pAGE107 [1M'hr*/PS>-(Cytot 

echnology), 3. 133 (1990) ] , pAGE103 [5?+— Jvl/ 
•^•^W^XHJ-G. BiocheO, 101,1307 
(1987)] , pHSG274 [S?->(Cene), 27, 223 (1984) 

] , pKCR [^PS'-r-r -if -l-fai-i]/ 

•7*r5— #7 'INfxyxCProc. Natl. Acad. S 
ci. U.S.A.) , IS, 1527 (1981)] , pSGl /3 d2-4 [*M h 
r^yD^-(Cytotechnology), 4, 173 (1990) ] 3Ftf 

ASIS, US, a«fflI§t©^bSmt>©£l 40 
So $fc, Sm^t/^WF^n-FTScDNA^ 

[0 0 9 7] lftSftfc3£Bffl^#*-t^ VI! -P VI. 
fc5VttVL-P-VH (Pti^^FUy*-) 

-*«K#^3-F-r«cDNA^jim^n^-^-, v 
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t-imm 3- Ft § cDNAams nr— 

TScDNAfct Vll^n- KfScDNAfcVLfcn- FT ScDNA 

5§{LT5 CRIST', fMPantol ianoS K «fc 
tlfcfc© [;W^5XhU- (Biochemistry) , 3Q, 
10117 (1991) ] fcSV'tt^ttfc^UfcfcCfcffl^S 

[0098] (2) -mmmmm & vmm 

L 1 . 1 J^f - t Mkf4»W-£xl, 

^hn^lz-i'ayg [ftM¥2-25789k IMhr*/ 
PSMCytotechnology), 3, 133 (1990) ] £0#&fc 

i ifi .'1 UuH II JU , I" - '',^4 

[0 0 9 9] *%F^©-Ai|K*©@«feJ;tf5iS«^ 
Ifi^iKftK «fc D1HST5 c k««Tft, ^v^^;'7^ 

h ^7 7 >f - s it &fmM*mt % o k c * d lit 

TSCi:^T?tSo $fc, ^i.«©^U77XVfI^ 

a?h^77Y-S/c tty;Wta*^frT 5 c fc £ <k D 
fib-Pay- *r>-) ktT#fctT^S-*«K 

mmmi, mz-iifr-vy-mtzzmit. 
c-ts„ ^lt, as^=n/c-*®rif*©!gttHMfEi 

( 4 ) KE«©SS^t i D iJST S c tft? 1 5 „ 

[oioo] (3) -*mm®mm 
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[oioi] mmmz, mxmLxmmm%t> 
c t , mmfiwm$, at t < a 

[0 10 2] J^MIfcLTfct m Ay-bMiJ, 

m « vuv-ffti %m, mm, mm, & 
bra, m i/uyffiu ttf^m, mm, mm, io 

mimmmt, ;k ->3«, V/H£F-;k HffitSKDg 

[o i o 3] #7Wk mm, mu mmim*. a 

7X r;l/^>tthU7A^cD^iiM, Xr7U>K 20 

[0104] imnmimmmmtbxte, m 
m, mm, mmmm^m^^c mmu, mm, 
■fvvwm, h % ^ mmw&vtift & % mm* 
%^?mmzn%o min***m, mmmmrztt 
^^ymmmmm^xmrn^n^, sfc, mm 
mmz^v, r^utmmnm&xxfmm 30 
mmmt. fromt^rmm^tixttm 

[0105] mtLxmmwtm, ?v*v>m 

xrnyvK FyjAw~mmmmmxh% 0 $ 
tc tht>Mmpt$\ic&vx ^mnrnxmumt ix 
im l kmzmnt « c 1 1 t- t s „ & 

m mmc&*)m%ft, »£AiHSfeDio/i 

g/kg~8mg/kg"T?fcSo 40 
[0 10 6] 4. Jrtfc hVEGFS&ttKDR 5>X;l/7-f Kg 

c 1 ) 5^74 Ym.im.mm 

OVHfc«ttfVL*3- FtScDNAO^-tl^tlcDlTOuH 
^X/U7^ FiS^ffM^Sc^ftS-fSdi: 



IH2 (5) ©PCR £ffli«M#Ai£fc£9fT3<:^ 
[0 10 7] fietifcHMVHfeitfaMVL^n-Fts 
i\>7j FSMtKftiMSH? * - fc £ 0-7x;l/7 ^ 

-t LTttHMVHfe .fctfi&gYLfcn- FTScMIA^IffiA 

ttfX%&o pAGE107 [IMhr^/OSMCy 

totechnology) , 2, 133 (1990) ] , pAGE103 |»- 
t;P-^7"-;U^y5XF'J-(J.Biochein.), 101, 1 
307 (1987)] , pHSG274 [S>-:/(Gene), 27, 223 (198 
4) ] . pKCR [7D > 7" • *7 • V • ^5/ 3 1 

ft • 7*r5- • *f ■ *MxyX(Proc. Natl. Acad. 
Sci.) , 78, 1527 (1981) ] , pSGljSd2-4 [^^hf^ 
yui/-(Cytotechnology), 4, 173(1990) J ^tf&tf 

3LtLx\&, ±mm, mm, wmmmm^mws. 

m*wm%z.tftx*%ti\ 

$-tLx&, zhzmmmwsmmmz 

[0108] (2) ~7x;P7-f mmtmcom, ?g 

MIB4 (l) -e^$n/c^x;l/7^ F$^{t»I a 

%s^^-fesi^^x;i/7>r Fgsib» mm 

«9#-%XU9 hOJi?l/-i ^3>S [#U¥2-25789 
K 7"^hr7/Uv;-(Cytotechnology), 3, 133 (199 
0) ] ^©^ricfc «fc D fg33»s$A* 5 d fc fc £ D , 
iWO^X/I/7-f KSSftjKftH iI£3Wi>>77U7^ 

^7,1^74 mn\mm m>^\tyw?j fs 
mtmu mmmmmi (5) {cih«^^ej; 

[0109] i?x)i7^ mmtmm m&%wz*J7, 
h7i mmtmti m<nm*&mw,tmv>m 

H, *?xjV7j FSSftlaftH Ilfe§^tt^7;b7^ F 
t<fc D c »^4l^nv F ^57 
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—7a y - *tV-) t LT#ftLTV»SS>*rt/7.f F 

ssitK^H fiss w^yx/i/ 7^ mmtmi m 

[0 1 1 0] irLTx ifi£g!£ttfcS>X;I/7>r FSSftK 
{«^77;V7^ Fg5£fyfi{*L«£ig£U fStt^t 10 
t£#f}S^#<jlff [refolding Jiff, t^i7- 

• --f A / a 7— (Molecular Immunology) , 32, 249 (1 
995)] ££1777^7^ FiS#£»j££#fc^ 

7/b7^ K$SftKft*»8l1-«ck««-z?-**a 77/1/ 

7^ KS£ft*tft©?sttaawa i (5) tcias©*^ 

[0 111] (3) 7x/l/7^ F£^Hnft©£TOffi 
#^©77/1/7^ KSSffcStWithVECFSSittDR 20 
i^SMS^U KDR©ltfflWnt3o C©fc#h 
#^fc£Dfi§f±2n£77/b7^ FSSftKfttt^ @ 
«!©*» L < «$s$JM, AHtHHSU 7v=Bcfc 

jfliW&VECFl* t X % Mf fr£©Sf fc <fc 0 ^l^ltT 

'mmcts^rx < toensffi*©*S(c«fc osigbfc 30 

[0 112] ^SfCfgLTtWM&fc 

*7-mj, m w, ^n*ym % 

[0113] mmmmmtixit, m y 
n-ym *7wj, ssw, fgij, i»M*we> 40 

ns 0 ?L» J; tf 7 a y 7M©<k 9 

7 a if, 7/l/tF-/k &ffif9®ft!& tf'Jx^y 
7^1) 7°ntf uy^u 3-;l^©^y 3-/1/ 

^-5yF^©77-^HS^S;MiJfcL 
[0 114] *7-fem m f$'k Ilfifm, ?L 

~fy, r^ymthv^mmmm, XT-rvym 50 
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;K t Fo^77Pt/Hz/l>u-x. -t?^7y#©l§-& 
ffl, ,»«xxr;H|©WtSffim wwymm 

iia&sm^LT^ a» SfK, ««fetf6 
ns.. < 7 » /f . lis i 

[0115] fcmimmtz&xjix 

ymmMmm^xmmzti% 0 $fc, 

1*^-© ©, l ass#©pisfc «t tf mwmm y 

t MJ' ^ If' 'u-^f f'DV'A, F7^^7 

fflffigAl BSfc0l0fig/kg~8ng/kg-efe3o 
[0 116] 5. KthVEGFggftKDR Kft^fflV^ct: 
FVEGFSSfttDR ©ttfflfeitfSMSS 
$/c, *58ffl©fa#*fflV^T % thVEGF§§ 

ftKDRS fc«t FVEGFSSftKDR^«Sffifc^bfcffl 

h VEGF t h VEGFS§{^KDR OlS^*ia#r S 7j ffi fc* 
J: t F VEGFS^ftKDRftffl % ^ft f 5 ^fefc M t § o 

[0 1 17] *§%m(D$ifom^X, t FVEGF-S'§f*KD 
R, t hVEGFg^ttDR^IMffifcHSLfcSBBSfcii 

-rzmthxit. mmm, mmmm celis 

a) , Wftt)MSfi^SKf*ri (RiA) , &S*f»ft 
^aeffljsafe^sHoftaiHiift^s&fes (abc 

ffi, CSA&-3F) , fiX^7*P7f^^ ^ga 
±IStf2LfcP*^giJSS, i^-yhVyf-ELIS 

ft^W^S OTft'^PlA, 1986¥) ] ftHtffclffcft 
[0 118] tTtKft^ta, 7>IILfc»fe«VH«l 

y-^y^y7*-h (fitc) ^H©t)tftST?^ 

A/LTz^vf k/tfxi 7U >inf*feS l^fg^^aS 
S-efcft, ^fe^7D-^F^-^-T5iI£1-5 

[0 119] ^I»f/Lf*S (ELISA) ML 

f-. «&§w^©»?fc jBttfesi^if-caa* 

i«. «ig«±iff, ifaif, )S7j<, BSffift^K, * 
^©f?*®14- if^fig Lfdn-f A / 7U y|ft 
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[0120] WLM-mmmmmm cria) ta, 

mm, mmm±m, mn, wk mmz 
ic mmmmEimz^ z^icmmwrnmL 

m, yy^v-y^y^y^-wmm.t^m 



[0 121]' i 1 V ui ^ InWVJ r f io 

muz, mm&%^m&m%&^ xfrnomtzfrfo 

zh^m^yy • "fvf-ti/TZ-l (fit 
©B*H»*fflt bfejaf Z*/' ^o^'J Wis 

[0122] <yx.x$y7uyfjymm. #mh 

«HB&*g«m tfiiff, §f* N flfc-K flBMfcjffcSDS- 
PAGE^«&8»8fc«fc»5#H& ~Vut)lu-xM 20 

Emmmmmimj k; 9v fv y 

[0123] mmmttt, mik, mmzw& 

m?K m&Eic*m<Dmk%mis 
■£> ^hic^ h/ -fu^^y^mh^it^m^ 

[0 12 4] Sft, @ff««ig«tb<«l^ffMiC 
So" < m Mm^JfiL^gr^K cfc 5 5?!!!gtf iifr-r 

ffiw5ti:tfT*** a 40 

[0 12 5] fchVEGFi:fcMEGFg§ttKDR£<D 

¥^A, 1991$) ] ^£D7»¥CT, *^Ottft* 
M^/cVEGF VEGF§gftKDR3§£ISSfj®£|?5 C feic £ 

[0 12 6] t&fc^ KDR^gLTl^MSfeS^ 
ttfMfC I4t)H^f!§t L fcVEGFfcaS KDR 
Mffll§&3 W2$1IM£ L fcVEGPfcS' >f-ly-i/ 3 
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mmLtcwQftm^ ic-mmnm^m^^ c t 

[0 12 7] VEGFS§McD0aU>WI«TS'ft 

rv _ tiii 1 ^ i fL 1 ; i9<so 

¥) 1 £T\ tnfomWz, YEGF-VEGFg 

gftKDR© g H V yffltm&SkZftS chick*) BM 
t&ChtfX'ZZo 
[0 12 8] f&fc^ KDR*^SLTV^SfflflS2B5^ 
Sffl«K:YEGF£KJS2-(2\ VEGFtfJg^TS C ^nlt 

D7 hJS6aHTf«tHr**Srft*o VEGF 

c h-z\ vegf# jg^-rs c ± 

[0 12 9] t HEGF©£%Stt©IStSttfct VEGFft 

^ [lT4ftm«ffi 1 0 (rtg^¥rtl) 

mit^^A, 1991$) ] zftsctiartmtz 

[0 13 0] VEGFfe#e<)^Alt"rtS*©W®t 

kr-jxi-r-5ifiiirtj^!iiSfl)ii5iffiiffiii«*ffliss«iiJ 
■esc fc-p, vecf*c j= t? Ttai-r «jfii« pvmMmm® 
[0131] mmmzMmmmmmmt 

It, Alt I^^«tCVEGF^HrS$^ VECFjb^tSil 

^T«^r«^j£-J?fe« 0 VEGFt|HjBffC*H0J!©|rtft^ 
aS**5 C hT\ VECFfc «k DnltS^lf l*J^«© 

[0 13 2] VEGFfe^&tmftMScD^a-^JfM 
ISKfc^ I&ertMatVEGF^EfS^ii-, VEGF^ISo' 
t S C fcl?/Ll1-5lftt^^«CDf-a-^li{Elg 
tt*KaB»*fflV»T^Sfr*^fffi-?*So VEGFt|H(B#K 
*^Oiaft*5iS?-e:S C fcr% VEGFfcj; Dnl-fS 

[0 1 3 3] ^mmmmmm^c. 
hmmhtz, mmmmmmm^ii 
mm, mmmmmmhtz. skmm 
nmm<Dmm&&wzmmicmt%o 

[0134] tfummnrnmhte, mBmsmm^ 
L<mmm, mmm^^icmmw^ m 

mo 5 zmmmmck mmmmmm 
mo 
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[oi3 5] itmmnmm'mmitLxii, m 
[oi3 6] *m<ovmii.tvmv<D*mm 

Zfctf), thVEGFOKDR '\0*S£*l8Sf 
SCfcT, KDR gHU>m^MSLfcfi«, VEGFfe^ 

[0 13 7] 

KIM] «J l 

1. tat MEGFggftKDR V^Xty^O-t/^M 
3- H1"ScDNAO*IBfeJ:tf»*T 
(l) FVEGFggftKDR v^x^X^P-t^faft 

y^ho^x^ai^mRNAttlfl^'y FT*fe3Fast Tra 

ck%ffii\ *vhimmmmmm-oT, mm 

1 FVEGF§§ftKDRv7Xt7 7P— f 20 

;l/KfrKM1992fe<ttfKM19954SA^yu K-V (*tue 
tlFERM BP-6217, FERM BP-6218) £>& 1 X10 ? «i: 
5, ^n^niRNA^^Lfcc 
[0 13 8] (2) fat: FVEGFggftKDR 

HffiMl^l (1) «#LfcKM1992&J;tBM1995C>inR 
NA©#5/ig ft 1 ^ cDNA Synthesis Kit (77)1^^7 

tlot, ffiJSfCEcoRI-Notl r^^-^Wf ScDNA 30 
%Zft : etl$f& Lfto ftS Lfc^tl^tl©cDNA©^6 /i g 

T5>B U Ig^StftOH^lc^tS-r SSSl .5kbOcDNA»f 

/ig@iRL/co ^tL^n^l.5kb^cDNA|ffr0.1 
/igfe.ttf^l.OkbOcDNAiTK'O.l/igfc, Lambda ZAP1I V 
ector (Lambda ZAPII Vector £EcoRI "PBWf& Calf 
Intestine Alkaline Phosphatase^ffillLfcfe© : XF 
9^^-y|±S) ©l/ig^T4 ligaselM SffM 
SI) 11.5/xl fciSflPU T4 DNA ligase (S«3g#S) 40 
175¥WP^T, 12°CtT24SHKy+a^-hU 
* B tSratT2BfP B K >^a^- F t'/Co ZtlftlO) 

312 IE) Gigapack Gold Packaging Kit (X 

7* H2M) KfoT, Gigapack Gold Packaging Kit 
(Xh^^-VtfcSD t#S©^M®ttXLl-Blue [Bi 
otechniques, 5, 376 (1987) ] KJg&2-&T\ KM1992 
<k t5KM1995«cDNAv-<^^ U -fc<fc l/LffcDNA7^ 50 
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79 U - 1 LT^n?'tl»4 x 10 3 M(D7 7~ P-> 

[0 13 9] (3) Rfc hVEGFggftKDRv^X*/* 
P-t^KftiiSA^f 7 U H - V©HSfe <fc tfLfM 3- 
FT3cDNA<D7P-~y^ 

^«sesioi (2) T?ff»Lfe j tn j eno77-^^ 

ffi (t^i7-^D--^ ^2 US) X 
hP-L';l/P-X7^^^-±t@/ELfc 0 ^-hntvb 
P-X7f /l/£-*#^TECL direct nucleic acid la 
beling and detection systems (Wi^-V b$\M) IC 

8*3- Ft ScDNA [H H&V7XC y lcDNA cOSffr 

[Cell, 18,559 (1979)] ftt»7XC y 2b cDNA ©It 
MEMBO Journal, 2, 2047, 1984] , L§fttv7XC kc 
DNAOBrfr [Cell, 22, 197 (1980)] £7P-7fcbT 
* n h & < g £ L fc 7 7 - V 7 P - > £ ft $ L fc o * 
Lambda ZAPII Vector (Xb5*S>->*fc«) 

pBluescr iptSK(-) fcgjfc U ©KWfCKMl 992^HII^ 3 
- Ft3cDNA£^frffi$|?L7°yX5 F*pBSl992HfcJ:tfKM 
1992cDLli*a- K-rScDNA^maa^7 a 7X5 FpBS 
1992L, KM1995<DHj8£3- F?&<MI&tffl&X.7 ! 7Z. 
5 FpBS1995Hfe<fctflH1995©Ui%3- KtScDNAfcS 
tyfflM^7 ? 7>X= KpBSl995L*BH#Lfc 0 ffil^TvX 
5KpBS1992H£ft?-5*fl§g§DH5a (.mmmm) /pB 
S1992H, fflg|^7 5 7>XS FpBS1992L^t-rS7^BilDH5 
a/pBSl992L, KpBS1995H*Wf 
fflDH5 a /pBSl995Hfe«fc U'ffl^^. 7°7>X 5 FpBS1995L^W 
■TS7vfllfiDH5a/pBS1995I.{i^ ^tl^ifaFERM BP-6803, 
FERM BP-6804, FERM BP-6805, FERM BP-6806tLT, ¥ 

m (B*H^«mo<^d5*iTgiS3^) 

[0 140] (4) KtFVEGFS§ftKDR V7X^77 
P-t;PiaM m*<fcc/L gfca-FI-ScDNAORTg 

HffiM i o i ( 3 ) x-mnrc&fKt fvegfs^w 

x">X^/7P-t;l'iFl(*£DH tlfcici'LH^-Ft 
§cDNAOVM«©Wa?iJ^, f#6nfc7°7>X5 KO0.1 
jig ^fflt/^TBigDye Terminator Cycle Sequencing Rea 
dy Reaction Kit (77*^ F / W^XtAX*± 
S) tc^MBMK^oTMJS^, ABI PRISM™ 377 
(77r>^F ;UtyxrLX'ttS) ^j;DISt» 

?ft£Lfco t^S L fc ^tl^tlOcDNAcDiMSSB^ij j; 

KM1992*J:tfKH1995©VHfe«k tfVL£Dr 5 /^fSE?iJ^ 
^SLfc 0 ltH1992©VH, E?lj#^2fcKM19 

920VL. E?lJS^l3(CKM1995CDVH, I3?lJ#^4 KKM1995 

©vLc^n^n^n- K-rsi^ss^i^ e^js^l 

KM19920VH, E?l]#^27£KM1992©VL, E?lJ#^28(CKM 

i995©vh, mm^wfcmmomcDZtiZfttDr 5 / 
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[0 14 1] (5) HEGFSgftKDR^Xt/^ 

nmrn i o i a) ?vm tfe^Kt h vegfsmckdr 
v ^ x t y * p - * ;i/K*ovHfe <fc tfvLor $ y i?k?ij 

mmrzsmmm (y-^-yyX' ^n^y 

X- *7WA/ny#/V-^y#l/Xh) fcj£8rfs 

eitti^TISSbfco ffi#§*f 5, 6 fe<fctf 7 {CKM19 
920VHOCDR1, CDR2*3 J; tFCDR3, E#I#J§8, 9*5£t>* 10 
1 OtKM19920VLOCDRK CDR2fe<fctfCDR3, SEMS^ 1 
1, 1 2fecfcD*l 3 fcO19950VH©CDRl, CDK2fe«fctfCD 
R3 , BH?'IS^1 4, 1 5*itf 1 6 tKM1995©VL©CDR 
K CDR2*3 t fcti ; CDR3CD^n^tl©r 5 /»i]^7^t, 
[0 14 2] 2. KthVEGFS§«DR t hg^Xju 

t hVECFS§#KDR{i:^tS^?gtt*t , r*Jxt M'EG 
FggftKDR^ X ^ / 7 n - f ;l/#[f*KM 1 992*5 <fc tfKM 1 9 
95tE&#*3x hVEGFSSfttDR thS-l+^Kft 
KM2992fe <fc t/ t KM2995J&Je<"T : 0 J: 5 t LTtBiL/co 20 
[0 14 3] (1) ffifcHEGFSgftKDRfchl!**? 
Kl*©2£Si^ ^— pKANTEX1992<D#|jS 
TO97/10354t|Si(Ot: MfcfattlSiffl* >fAAt»; h 
^7^-pKANTEX93*5i:tf^MiJ 1 ffl 1 g|T-#£ttfc7* 
9X5 HpBSl992Hfe<fctfpBSl992L*ffll/^TjtH hVEGFg 
§f*KDRt. 9Kft©?gii^ 5-pKANTEX1992% 

[0 14 4] 77X5KpBluescript SK(-) (XF-92 
^-yftS) ©3 jig^lOiMF-UX-^ (pH7.5) , 10m 
imK?y%v^Lt5&mA DTTfrB&SJHfil&lOjil 30 

titra^ jgfao*{u©MPiSA P ai (SffijgaS) fcfjn 

^T37fciElf»5$^/c 0 lSf5?«%x^y-;^ 
HU 50nMMJX-ilg& (pH7.5) , lOOmM Mtt h V V 
Ja, IOiIM^*^^ IbM DTT , 100/ig/nl BSA 

fe«fcifo.om h>x-ioo*»6&*8HffiSiO|tifc:iin 
Hfao#ffi©K»i«NotI (SffiBttK) ^fta^T 

37°c ti mm zvrco mmmz r # p -x^vn 

t T5j v B U $2 . 95kb© Apal -Not 1 0ftf-*$2 p g 
®JKtfeo :/XX5FpBSl992H©5/ig£50mMF-U 
X-mm (pH7.9) , miMt^y^V^k, lOOmM J& 40 

itthu^A, lmM mmhmmm&wii\\m%-, h 

tl0^©M»fSBsmAI (Xa-^y^yhW* 
97*XaS) fcfln*T55raRfR8K£3-efco ESJS 
S*x£/-/I/iW8U 50iMhUX-SS (pH7.5) x 10 

omM WcfYWK wmmt^^^y^h, liM dt 
T\ 100/ig/nl BSA&<fctf0.01% V h yx-ioofrb& 
SMfltlO/iUan*, Hfcl0^fi©M»*NotI (3 
M±g) £mT37t;^«iJS2#fco 
£ 7' # P - X ^ ;H§taHHC T#B L , mo. 47kb©BsiA 
I~NotI»rfr%^0.5/ig[iliRUfco E?iJ#^l 7, 50 
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rV- • r*/OS?-ftS) , §^DNA©0.3/i,g-fo 
^15/tl©«®7j<{«, 65lC?5#[ISMLfc 0 1KB 
$£§?StT30#F B 1KSL/cfI, lOfg SSi«[500f« h 'J 
X-ig® (pH7.6) s lOOmM igffr??* 50mM DT 
T]2/a 1 fclOmM ATP 2/il Htl04Mu©T4 polyn 

ucleotide kinase (SJBSftg) ^>tT37 o CT305m! 

asm 5*5fdg*u>mufto 

[0 14 5] ±M#btlfc7°9X = FpBluescript SK 
C-)i3t£©ApaI-Not iBrJtO.l/ig f/9X5 FpBSl992H 
fi#©Bs«A I -Mot I Sr frO . 1 /i g U > Hf t^eBNAO .05/xg 
^filO/i l©MS7j<tlinXs DNA ligation Kit Ver.2 

il©j:9tLTf#5tl/c»m^X5KDNA?§l^ffl 
^T^fliSDH5aft (Mil) ^iML, H 

1 t>^Ufc^9X5 FpBS1992Holigo^#fc 0 

[0 14 6] ff097/10354f;:iHl4©X9X5 KphKM 
1259LV0©3/ig^50iMh'JX« (pH7.5) , lOOmM S 
ffcth'J^A, lOmM^tv^y^A, lmM DTTfeitf'l 
00/ig/ml BSA*»5ft*«B«10|tltelniA, HfC10*ffi 
©KPl^^EcoRI feitfWS^mSplI 

si» mirwcTnms&iutrco mix 

EcoRI-SplHTfr»^g0iKUfco ^yX5KpB 
Sl992LO5fJg*50rilhUX-iS» (pH7.9) , lOmMJfiifc'7 
lOOmM ^{tthU^^ lmM DTT^6&5 
SftllO/iHCiJDX., HC10#fi©MlS*PflMI (-a 
-^y hW*9^XttH) ^/JP^T37°CT1^ 
HS(S*tfc ^SJSt^x^/-;WL, 50mMMJ 
Z-Wi (pH7.5) , lOOmM ^ftthU^ lOmM^ffc? 
PZi'VL, lmM DTTA^SafflKSlOiilfciin^ St 
10ifM5©»fPlEcoRI (SIM1) ^n^T37°CT-l 
IfflBISiSS^rco »£«£7#d -X^;«aftt 
T^iB t , ^0.38kb©PflMI-EcoRI W^mo . 5 /i g0JR 
L/to ^t. E^J#^1 9, 2 0tfa*©^Sfi^^ 

y-a») , #&$MA0O.3/ig-fO#15/U©iS®7jct 
ftlA, 65°C^5^P B Mtfc 0 lHSr«*SStT30^ 
KiRllLfc^ 10fg»«[500inMhUX-SH (pH7. 
6) , lOOiM fflFr9*S/?L, 50iM DTT]2j^ 1 i: lOmM A 
TP 2]l\^X, MtlO*ffi©T4 polynucleotide kinas 
e (S?liSI±S) ^P^T37°Cl ; 30^r B 1SJS?^ 5'* 

[0 1 4 7] ±fH^1#5n/c7°5X5 KphKM1259LV0& 
*©EcoRI-SplI|ffr0.1^g , 7°'7X5 FpBSl992LS* 
©PflMI-EcoRIfffrO.l /igfc«fctf U y5tft^JtDNA0.05 /i 
g *^SlOjtl©MSl7j<ti6n^, DNA ligation Kit Ver. 

2 (mmm) m^rmmmm^ mmb 
tco c(D£?icirmnmm~fyA5. mm® 
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U M 2 t^LfcT^X 5 FpBS1992Loligo£|#7c 0 
[0 14 8] tMtK*»B^#-pKANTEX9 
3£D3/ig£l0nMbyx-&i£ (pII7.5) , lOmMMt^* 
S^AfcitflmM DTO^*S»«10/il CftP^L H 
tlOi|ifucD$iJ»*ApaI (Sgjgtkg) ^n^T37°Cl? 
l«tf&^fc c ^SJ5ffi*i^/-;l/tt»U 50iM 
hVZ-im (pH7.5) , lOOmM Sftth'J^iv lOmMS 
ffcv^i"^ liM DTT . 100/ig/ml BSA fcitfO.Ol 
% F9^Fyx-ioo 3iJ»eft5aifMtlO;ilK:ftI^ MiCl 

ommmmmmm. i (simd #io;iT37ra io 

T#BU #U2.75kb£>ApaI-NotI Brfrfciftl ftglaliRL 
/to ±E"Pff6ftfc^X5FpBS1992Boligo®5 
/ig^lOmM HJX-itH (pH7.5) , lQmMlSfcV?*^ 

i k iB±ifiiiMDm»5458W»iO|ii fcfti*., hkio* 
ffioMs»«A P ai (mmm) ztoxxsiwim 
Efomko w&mm^ /-iv-m u sm f u x 

-SI (pH7.5) , lOOmM ifilfctFU^ ItoWSffcV? 
*v">2v lmM DTT , 100/ig/nl BSA feitfO.OW 
•fhyX-lOO^eftSttllfftlOlil fcftlA, JSfcKWMfc 20 

©wswoti (ssittts) mwz-xnxxmfm 

U *S0. 46kb©ApaI -Not I BrJt £$0. 5 /i g@iR t fco 
[0 14 9] ±IB?#6nfcfchfcffitt3&BB'<**-- 
pKANTEX93fi*©ApaI-NotI»f>t0.1 /ig£75X5 FpBSl 
992Holigp**OApaI-NotI»ffr0.1/ig ££Sl0ftI O 
M^C/JP*. DNA ligation Kit Ver.2 (SjfifittS!) 

am cmmmm) mmmu m^ic^tc?? 30 

X3 KpKANTEX1992H^f#fco 
[0 15 0] ±f2Tl#5>nfc^7X3 FpKANTEXl 
992H03^g £50mMhUX-iMl? (pH7.5) „ lOOmM igffc 
tFU9i^ lOmMJgftN'^^A, lmM DTT:fe«fctflOO 
/tg/al BSA*^a«Saf?SlO/ilti!in^, MfClO*ffi0 

wmmcori (g«ts) fe<fctfws^spii (s 
iSitttS) *to^r37 o cTitffp E gsf5$^/c 0 iKiSig 

£7#D-xy;l/S^^JCT#IiU ^13.20kbOEco 
7°9X 5 FpBS1992Lol igo£)5 fig£50mM h U X-JS^ (pH 40 

7.5) , iooim mttvvyh, mmit^y^yy 

A, lmM DTTfcitflOO^g/il BSA fr5&S81fflKl0jil 

fcta^ HSaoWWIIfiSEcoRI (STOIS) *5 
J:«MS§SplI (SSiSttS) ^iJUX.T37°C-?l 8$® 

HU ftt)0.39kb©EcoRI- SplISTfr^O.5/ig0lRL 

7Cc 

[0 15 1] ±|B7lf5.nfc^X5KpKANTEX1992H[i3 
#0EcoRI-SpllSr>iO.l /xg, 7°^X5 FpBS1992Loliogo 
E£j*©EcoRI-SplIfrJt0.1 (tg^SlOji 10«H*Cito 50 
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X, DNA ligation Kit Ver.2 (SjffifitfcS) ^fflV^Tfg 

mbko coxoicLxmnm 
i^^x^fdna mmm^x-xmw5am am 
mmm) mnmmu ia 4 t t^x 5 fpkan 

TEX1992£#fc„ 
[0 15 2] (2) ffifcFVEGFggftKDR tFS^7 
Kft©|gSH7 5-pKANTEX1995 ©#§H 
f097/10354Kfe«Ot: FftjnftWB^r AA-fey h 
^#-pKANTEX93 feiO'Ulfij 1 © 1 gn^ft/i^ 
^X3 FpBSl995Hi5£tfpBSl995LW^Tj/tt HEGFS 
gfttDRH FS4^ ^K#«JH^ ^-pKANTEX1995 
SKT©<fc3tet/C|fBSLfco 7°7X5 FpBSl995HcD5 
/ig*50nMhUX-ll6 (pH7.9) , lOmMMt^^^'i? 
A, lOOmMttftth'J^A, liM DTO^^§,»110/i 
lttox, M{C10¥fu©$yPi@?*BsmBI ("a— fy^^ 
y F/Ut7OT) ^P^T37°CT'l^fifS*^ 
fee 15£l«x^y-;l/fAISL, 50tMh'JX-ffiK (p 

H7.5) , iooim Mttwyj*, wmmfr? v 

A, lmM DTT, 100/ig/ml BSAfeitfO.OlTo h^^h>X- 

ioo36>6ft««Sff«io/j lfciwA, Mfcio^ffiowms* 

NotI (S»±S) ^in^T37 0 C-ei^r4S)SS-&fco 

KSjsjKsrjtfn-xy^taai&KT^HL. ^o.46 

kb<7)BsniBI-Notl ^it^^0.5 jig@lRLfc 0 

[0153] ia?ij#^i8, 2i{cia«©ffiSiaw 

/D^-ttS) , ^&JjgDNAO0.3^g1*Oi&l5/ilOaa 
65°C-C'5^f B %PiiL/co MRm^mMlCX3 

ommmim, \mmmmmhvx~im cpa?. 

6) , lOOmM laftv^^^A, 50mM DTT]2/xltl0mM A 
TP 2/il^a^., HfclO¥ftOT4 polynucleotide kinas 
e (S?S5tt±S) ^|JP^'C37°C^305: V KSIS$^, 5'* 

«*yyiMfci/fe. 

[0 l 5 4] ^fflSfl»J102 (1) Tl#6nfc^7X?F 
pBluescript SK(-)S*OApa I-NotlKffrO.l/igfc^ 
X5 FpBS1995Hfi*©BsmBI~NotIifffr0.1 /igi:U >tft 
^DNA0.05/ig^^aiO/il©Mgi7j<t.ijp^, DNA ligat 
ion Kit Ver.2 (S»±») ^ffl^TffifflU^tfefie 
v\ iSISL/co c©J;^(i:LTf#P»n/-«^y-7X3 
FDNA^$^ffl^T^ISDH5at (S#M«I±S) 
gfeHU H5fC/BL/c7°^X3 FpBS1995Holigp*# 

[0 1 5 5] ^X3FpBS1995L«5/ig §20mM 

FUX-»S (pB7.9) , 50mMSS*U7L,, lOmMBt 
-ryZi/Vk-, lnM DTT*3<fct>*32iM S-adenosylmethion 
inefr5&S««iSlO|i ltSn^, SK10*fu©3jtfS« 

Bsgi (-i- fy^yF^W^-vX'XaS) §ip^r 

37 0 C-c--lBfP B 1MjS?€/co 1SS«^X^/-;OT 
L, 50iMFUX-mS (pH7.5) , lOOmM Igftt F V *J 

\mmt-?y^^K iim mfthr&ummm 
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• vyA^iio m^x 5 st^usfflass-s 

0.33kbOBsgI-DsalWfr*!|90.5/iglHliKL.fco 7 
5X5FpBS1995L£>3fJg =&50nM h U X-JS8 (pH7. 

5) , lOOinM mtthVVl*. 10iMMfcv7*v"7i^ 1 
iM DTTfr5%&l«20/iHcto^ 10¥{u«SSfSE 
coRI (SSMtiD £i)P*T37 c CTM fff»g£^ 

^aoWitoWlIffSDsai K~'J yfi- ■ vy;vf 
mm) *to%.?5wemfflR&z#rc 0 mRfom 

TfiV-XJffrWMkShfcTftffiL, ^J3.1kb©EcoRI -D 10 
saI»ffr^l/iglHliKLfto 

[0156] f&m^2 2, 2 3imm^mmm^ 

y~m> , ^^DNA©0.3/igfO^15^1^«®7j<{C 

mtm l m wimmm mm h u *-tm (pH7 . 

6) , lOOmM WCr?V*i/*?L, 50mM DTP] 2 ft 1 hlOmll 
ATP 2/tl ^MX, M£10#ffiOT4 polynucleotide kin 
ase (SW) £;&ll*.T371CT?30#|!&EJS2-8\ 5* 

S^uyKftbfco 20 

[0 15 7] 75X5 KpBS1995Lft*fl)BsgI-DsaI|fM- 
0.1/ig, 75X5 FpBS1995Lfi*©EcoRI-DsaIStfjt0.1 
fi g*S <fc tf U >I?{L£fi£DNA 0.05 g££ll0 ft 1 CD«S 
MzfiW^ DNA ligation Kit Ver.2 (SBSfiftH) £11 

tl/cffi$;l75X5 FDNAi§i«£ffl^T*BliSDH5att 

raissas) ^se^u H6£*Lfc75x5 

KpBSl995Loligpl**§fco #fc> 75X5 FpBS1995Lol 
igol©5 ft g£50mMMJX-&g (pH7.5) , lOOmM WGt 1 
hVVL, imM^V^y^K liM DTT*»6ft*« 30 
»?«20 ft lfd)P?L lOWScDSWISEcoRl (3SMt 

S) £!ip*T37\:tm ^etioWicoij 
»IDsaI (^-lJy#-- x-yA^LttK) ^ijp^T 
55°C1? l l^HSJSS -&feo 1£JE$£7 2f a -X7>t 
M*iliCT^ v [i(L, »0.38kb^EcoRI~DsaIff>i^»0.5 

[0 15 8] ffi^iJfHf 2 4, 2 5(cfH«©iMSE 
?MnfWf^jSDNA£^j£L !+f7fV- • r 
*7aS?"-*tS) , §^DNAO0.3/ig-fO§15ftl©iS 

nmzm, &5vx5mmuc 0 mmzmt 40 
T3o^n!KgL/cfi, lmmmiMmhvz-m (p 

H7.6) , lOOmM iMftv7*^A, 50mM DTT]2/iltl0m 
M ATP 2/ilStlOx., HfC10¥fiOT4 polynucleotide ki 
nase (SIMI) &&a*T37t-?30#HEfS£-lt 5' 
ySffcLfco ±i5"t?#S>tifc75X5 FphKM12 
59LV0i*©EcoRI-SplI»ffr0.1/ig , 75X5FKM1995 
Lol igol**OEcoRI-DsaI»T^0.1 jigfc itf U ^SMt^ 
$DNA0.05/ig ^110ftl<7)iiS7j<K/jp^, DNA ligati 
on Kit Ver.2 (SIMi) «^T«|?Ji»$ 
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mmimmx±mw5a^ mmffim) m 

SlltegtU B7^L/c75X5 FpBSl995Loligo2£# 

[0 15 9] ±fH-rl#5tl/c75X5 FpBS1995H 
©5 ft g£l0iMFlJX-S^ (pH7.5) s 10iMig{tv^~> 

¥ft®fiii»J&ApaI (SSIIig) £7Jn^T37°C^lB# 

wie&^tco w&mm^ /-jimmu smuhj 

X-JS& (pH7.5) , lOOmM flftt HJW, lOalffiffcv 
>?%WK 111 DTT. 100/ig/ml BSAfeitfO.OHS h5 
^ F >X-100^e§5»«10/i lttoK, ItlOllffl 
ftsflWotl (SSSttS) «ffl^T37TT?lff«S5 
Stffc ISJSS^T^u-x^tMactttT^lB 
U *?K).46kb£DApal-NotI Kfr^0.5fig IHiRbfc, 

[0 16 0] 1 © 2 ( 1 ) -f^Btlfut hftfaft 

3®Sffl^>rA*"fev b^£-pKANTEX93E&*©ApaI- 
Not 1 Wtt . 1 ft g 1 75 X 5 F pBSl 995H & #OApa I - Not I 
BTJtO.l/ig^nO/ilOMS^t/jnx., DNA ligation 
Kit Ver.2 (3P)gtitD £ffl^T$ffl!HfB»fc:fi&\ 
lISL/co £©£5fcLT#£>ftfc$i$;l75X5 FDN 
A»«*ffl^T*JlBl»DH5att (JfcPiSfrttfefcS!) »fi6 
KIU H8t7fNtfc75X5 FpKANTEX1995H£|#/co 

[0 16 1] ±M#&nfc75X5 KpKANTEXl 
995HCD3/ig£50mMhUX-^ (pH7.5) , lOOmM Mbt 

h'J^A, 10iMitftv7*>">A, lmM DTTfcit/lOO/i 

g/iiBSA^6%ssaf?sio ft i Mic wm&mm 

#»EcoRI (SSifi*t«) feiL c SiJl»«SplI (SfSS 
ttS) £/jPX.T37°Cl:iB#PISJS?^7Co 1SJS$£7 

ffv-xffrn%mtoc-cftnu !^i3.20kb©EcoRi-s 

pll«T^$^l/t.g^Kt/co ±f2Tl#6tl/c75 
X 5 FpBSl995Lol igo2CD5 ft g£50mM h 'J X« (pH7 . 
5) , lOOmM ^ftth'J^i,, lOBM&flr??**^ 1 
iH DTOirilOO/ig/ml BSA^SftSttffftlOiiKcfin 
MiC10*fiO$OKSI^EcoRI (SfgjgtS) feitf 
$iJPlg^Spll (grlMtS) £/jP^T37 D C-eiHf^SJa 
^-^fco MSfStg^/^n-X^VUfiicSjfcr^ii 
L, ^O.39kb©EcoRI-SplIirfr£^O.5/ig0iKLfco 
[0 16 2] ±faTl#en/c75X5 FpKANTEX1995Hfi 
*©EcoRI-SplI»Tfr0.1 fig , 75X5 FpBS1995Loligo 

2fi*©EcoRi-Spi I mo. i ft g^lio fi wmybtfc to 

DNA ligation Kit Ver.2 (S?IjattS) ^fflV^TfS 

«^75x5fdna mmm^xMmmsaw (m 
mmm) mmmu H9{^Lf-75x5KpKAN 

TEX1995£#/c 0 
[0 16 3] (3) pKANTEXl 99243 <fca'pKANTEX1995£ffl 
^/cfat hVEGFSSftKDR t hS^5St$©57 h 5 
XD-VYB2/0« (ATCC CRL1581) 
YB2/0fflBS^©$it FVEGFggftKDRt hS^^5Kft% 
H^^ ^-pKANTEX1992fc<J: t>'pKANTEX1995cD#Aag* 
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6®#ifefcfS&/\ xU^hD^P-^ayS [Cytotech 
nology, i 133 (1990)1 JCTfrofc, 
[0 16 4] (1) fcitf (2) 

tlfcpKANTEXl992^3* tfpKAMTEX1995©5 /tg fc^tt^fn 
4X10 6 ffl©YB2/0fflBS^Att, 10mlCDHSFM-FCS (10) 
tg« [4«*S(FCS) £5X ^tfllybridona SFMtgife 
] fc&IU 967x;b-?^a^*-7° 
U-h- U5ayaS) }aoo/il/7x/l/fo#&U 

Vz.%T4^y okt, G4i8£gisf ^7*3*110 10 

^0 . 5mg/m 1 fc ft S i 5 fcSSIlII l/T S 6 1 1 IfiigS L 
fee C418Btt^ta^M$E^03p--^tBSL, 

±m*oMt hvEGF^woR k hs^y ymvm. 
[oi6 5] &mwm& 

(18) Tf#5tlfenr»ttt hVECFggfrKDR- 
7N^rPBST ; 2 ^ g/m 1 fc^HR U 96 7 x /l> O E I Affl 7° U- h 
(^'ftHlfcS!) }C50fil/7x;l/Z?#aU 4°C'e- 
BfegtSLTKitS^fco PBS^ifft, 1% BSA£^t?PB 20 
S (£TF, lKBSA-PBSfc^fffS) £100 p 1/7 x;W)|] 

tirzo i*bsa-pbs*»t\ mmmmmmimm 

jxl/7x/l/t?#?xU ^S^l^KiS 0.05% 
tween20£^t?PBS CfiCK 0.05%t*een-PBSi:g3BfS) 
X]%Wfes l%BSA-PBStCT3000$}Cfi*fR LTciA/tti/ 

if^ilKt MgG JrEfr (7* 
*fcS!) £50^/7x/bi«TlSTn Hffgasstf, 
0.05% tween-PBS XmWi^ ABTSSlit [2.2-7 iVl? 
X (3-x^;l/^>v r ^7V r -;l/-6-X;b*>^) 7>'^ 30 
x7i>] *50pl/9x;l/?inATfSfeS'e, 0D415nmCD 
Wtmi max ft^a?- • r/W->-XIII) * 

[0 16 6] m«±?fcp^Kt: hVEGFggftKDR KhM 
* ^ 5Kf*©?SMSi6 a titd&Wmmcr>^T 112 

t MEGFggftKDRt: hm^/ym^m^mm 

Mfflfift^ Lfco »W-pKANTEX1992£aiALT 

K D R -r^Xt/^ff— t;l/K(WM1992**©iit BE 40 
GF3^?{*KDRt f-S^ ^Rf*££!tS«MfcM;<D 
Mi: LT«KM2992*W?>tU *ntf£gfSKl: BE 
GF'§§f*KDRK hS^^^Kft§KM2992i:^L/co S 
fc, |§SH >? % -pKANTEXl 995^#A L T# 6 tlfcjM 
t%t>%&iK BEGF^gftKDR^Xt/ 
^O— f ;l/$t#KM1995S*©irit BECF^gftKDRH h 

7fii*«4ii , r««fDltetW*Ofif!li: LT&KM2995 
tffclf ^tl^figtSlat hVEGFggflKDRfc h 

Ifflfi^ u-yffMH hVEGF^gfrKDRt BS4^ ^Rft 50 
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(o^mmtm. 1 -5 ^ g/io 6 «/24h# mn?& o fc 0 

[0 16 7] (4) JafchVEGFggftKDRfcbS!*^ 
ffiKOfc hVEGF^ftKDR45«fctft BEGF^gftFlMfc 

BEGFSSftKDRt h§J^ ^ftKM2992ls£tfKM2 
995^ t BEGFggftKDRfecfclft: BEGF^gftFlt-lt 

fchFlt-l-7NttTanaka50#ffi[Japanfise Journal of C 
ancer Research, 88, 867(1997)] ic^MMLko Rfi§ 
ftH h KDR-7N^ «fc tfofiS'ffi t: KDR-7N-Fdi##0!ll(18) 

EIAE7V- hi^tLf—£lff)nIM±t hKDR 7Nfe 
j;t>'Bfr§ttt F-Flt-l-7NfC#U jlfi^t^/ct h 

yffivtffimLxmmzmiirc, %<y 
m\myy-Y (^-a—m) pbst^l/c 

2 ^g/il©Wj}§ftt hVECFS§ftKDR-7NfcitfRrjS'H:t 
h VEGF^ft F 1 1 - 1 -7N£50 \i 1 / 7 x /I/ L, 4°C "P 
' y ] V PBSuJLiJfe 1'. HSU'BSAl 

00 \i. l/9x;WW*, SfiTfll^rafij£*'eTa-3Tl/^S 
fiHtSS^Oy^Lfco 1%BSA-PBS£I#T, l%BSA-PBSt 
J; D 10-0.0006 fig/nlt^RLftJitt KVEGFS§ftKDR 
t 7Kf*KM2992feJ: m. 25-0.004 /ig/alt^ 

iRLfcKt hVEGFggftKDRtl YM*t 7»M2995^5 
0/il/^x;l/T^ftU sai?li^HKJB2«fto 0.05% 
tween-PBSfa^ 1 %BSA-PBS T 3000fg tC^fR LTc 
^As***y?~&mmrLt h IgG Kft (7^ U*> 3 
-W^xag) *50nl/^i;l/Tfj&n*TSS"Pi ^r^ 

SlSS'Sft^ 0.05% tween-PBS Tf^L, ABTSS.S1 
[2.2-7v>V If X (3- x^;^>-,/^7 V-/V-6-X/P 
*ym) r^€-fA] *50/il/^x;l/T«T58fe? 
0D415nm«ME max (tWi ^- • t>U^ 

[0168] ^cDiss^Hiofc^to mmmm 

KDRfchS**7ta#KM2992 (BI10(A)) fe«fctffiM2995 
(010(B)) «K*lfi«#WiCH WEGFggftKDR-7N 
icMJSL, thVEGFS§ftFlt-l-7N{CttaS-a-r, 
hVEGFSgfrKDRt HS^^ ^K*©if[JI#Stt^ii!f> 

[0 16 9] fit hVEGFS§{*KDRt hS^^^ 
^fCfcSUhVEGFfct hVEGF^Sf*KDR©fi^M«|S 
H^fifrCctafcLTft^Lfco 967 x;V • -v^X^ 
>j-y-lP7"WF (5U3K7*fcS!) t^^/-;^ 

25 i/^xjixm ix~fy- Y!&m?mmmbfc 
*$y-)i<m£Lx?Mximu mAmmm 
bko pbs x2!igMwmmc^MLmm'\ithuw 

SSftKDR^N-Fc^SOfil/^x^-r^L, 4 XX- m 
WLmiXfflSZUfco ?%SX~mW&, 1%BSA-PBS^200 
1/ 9x;Vi)P^ ^SiffffelSJS^-iiTSoT^Stge 
m%?W7Lko mxmmtk, 1%BSA-PBS JgltiO 

-0.016/1 g/nlfc^L/cfitt hVEGFggftKDRt: Ymt 
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* * ^Kf*KM2992 fe 5 WiO . 4-0 . 01 6 p. g/m 1 fc#S? t fc 
Rfc BEGF^gfrRDRfc r-SlW7 7fitftKM2995£50|i 1 
3ng/mlcD 125 iSHt hVEGF 

[0 17 0] PBSWcm 50°C!CT^x;l/^^ 
-Woso'f-O (/W^-FttlD £40/d/>7 

x, &<yxMcm&btz 2i mm^hwQ¥0)mM'&m 

iJSLfco ^©IM^HlHC^I-o Kfc FVEGF^gftKD 10 
Rfc hSft^^7?nf*KM2992 (011(A)) fc<fctfKM2995 

(HiKB)) ^iiirat^cii^D 125 i-VEGFO|g^gft 
s^fiTTS <: Kfc F VF.GF£gftKDRfc h 

Sft^^5MM2992feJ;tfKM2995aKf*!lfift^K){<: 
fc b VEGF t fc hVEGF§§f$KDRtD|a o 'SPfliS bfco 
[0 17 1] ##Ml 

i. sxisousi 

fiHt LT^ftfc HF.GF£gftKDR-Fc#fflii#fW3 £ 
tMMfefc MEGF§§ftKDR&«|§S|{*£«T<D <fc di<l 

btmmiko 20 

[0 1 7 2] (l)W?§ttfchVEGF^S#:KDR-7Ntfchti 

fc BEGFg^KDRcD^t^'W F£ttJj8*Si»IJ 
#^56!2«©197 5/^RDMftfc r VEGFggfcKDR 
R?IJ#^55fB«©7 5/ IPI l ~738#@K 
fflSfSBTiSttt F-VEGF§SftKDR§T^ 67 5/3188 

£«jj)fr522773/i6fra/ssia£*y^g cm 

T\ W?§ttfchVEGFS'§{*KDR-7N-Fcfc^-r) SlgSf 
SfcfcO^^WFO^JBTfftabfc,; Rj?gftfch 30 
VECFS§#KDR-7N-Fctt, ^ttfc rVEGF^{*KDRcD$I 

tffc hKftFc1S^6)3Sc5^^y;^Stfflai-§ 0 

[0 17 3] fchVEGFS^KDRcD^±ScDNA^3-F 
"I" -5 cDNA7 D — y BCMGS-neo-KDR (A . Sawano £ ; Ceil Gro 
wth & Differentiation 7, 213-221, 1996)£EcoRIl?tf 
ItU KDRfD«^M«&t>miS^1iii^3-F'r5ft 
2.8 kb©»rfr^pUC18©EcoRI^ffit|i*jAt?C tfcio 
T\ pUC-KDR^fFSLfco pUC-KDRfcXhoIT^WU Klen 40 
ow^m XbaIU>^- (gaW§30) SJfAf«Cf: 
oTpUC-KDR-Xb£ftSL fc„ pUC-KDR-XbOXbal-Bam 
HI (2.3 kbp) frit&pBluescriptll KS(+)€>XbaI/BaiHI 

mmmxim, spM-Bamm (5.2 kbp) mmm 

?J#^32) Wkb, pBS-KDR-Xb-SfcftSLfco pBS-KD 
R-Xb-S©XbaI/SnaBI (2.3 kbp) Sr#\ 7°^X5FpAMoP 
RFc [T. YagoS ; The Journal of Immunology JJ8 ,707 
-714(1997)] ±<Dfc hKft<?)F«^3- FtSSnaBI/ 
NotI (0.7 kbp) iT^/^P^l'Xffl&^pVm 50 
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93^X5 FO^'J'NFUy (Polyhedrin) ag-TOls 
?r ff 1feiS©T^5* §JXbaIRtf3' §IotI«<:£§&}A^ 

ae^S^^^-pVL-KDR-7N-Fc^«L/c (Hi 

2) . 

[0 17 4] (2M^ftfchVEGF^#DR-6N£fchK 

fc FVEGFS^frKDR©y FfclMtSIS'lJ 
#*§56sB8<D1975 /mRlimmt FVEGFggftKDR 

xh a, iB?ijs^55taio7 5 / usajij 1 ~638# i t 

fflif3pj7§ttfc hVEGFS§WrrM-, 67 5/HSyi 

frB&*u>*- c;y*-#D ms^v^mcWM 

*«S«tS227r5>'»fr5«*l»^*^^fi (fit 
T, nJTfftt hVEGF^W-6N-Fci:a-r) £f» 

zmw z-mTcomx'mLTco mm^ h 

VIC,] trllM)]' tiN k(i nfffi'l LMHI r Uk ! 

mmm n *s» eefltfK a/ /"d 7 y y®aH& 
&tf675/a&ssfre&ayy#- c;y*-#i) & 
tffc hKftFc«S^p.figsii^^y;^Sfctast5o 

[0 17 5] Efl##33Rtf§M##34fctf LfcSSSI 
flJfclTtS 77^-10 pnoK pBS-KDR-Xb-S (ifLMcD 
1S(1)» DNA lOng, lOmM rtf+SO^U 
^f-F^yy^ (deoxynucleotide triphosphates) % 

ttsiom MgCh, 0.001% (WvR*7^y?§f£ioo /iik 

2.5 units Taq^yy v— tt^ilP^fCo S/S(i95t;T*5^ 
^©MMaLfc^fc, 95"CT»90&Hx 50°C-e90@F4, 1 

^fa2°cr*90f»)#y * y— {f • ^x^y • y 7^y 

ay (PCR) §30NiMU DNAIr.^IfllJJXUfco *DN 
A»ffrtoT22IfcSnaBIT-SJSrU 80 bpOEcoT22I/SnaB 
I»T^^f#/c„ *DNABffr&t;pBS-KDR-Xb-S (KIi©iS 
(l)#fig) £OEcoT22I/SnaBI (5.2 kbp) Bffr^lia^^p 
BS-KDR(6N)L^ftSbfc 0 pBS-KDR (6N) L CD Xba I /SnaB I 
(2.0 kbp) RtfpAMoPRFc (|riJI©iiS(l)#l) ±©fc 
hK{*©FdS^n-F1-«SnaBI/NotI (0.7 kbp) * 
;^aD^^;l/Zffl^^pVL1393^X5 F©^'Ja 
F'Jy (Polyhedrin) M^^mnfMmT^' *Xb 
al&m'iJNotl^fitffl^jA*, BJ?§ttfc hVEGF^ft 
KDR-6N t fc h jriftFcMii t ©H£!fc?85^ ^ ^ -pV 
L-ORH5N-Fc*#HSLfco 

[0 17 6] (3)nJ?fttfchVEGF^f*KDR-5N^fcMr[ 
ftFcii^ t cDS!-&afi?%il^y ^ 
fc FVEGFggftKDRC^-TvWW F^l/St§E?fJ 
#^56f2««197 5 / WmSmMtt hVEGF^gftKDR 
fB»JS#55fBffi07 5 7«fJ 1 — 518#S fc 

*»6*«u>*- (yy*-#i) stffchKf*FcMii 

wl^ftfc FVEGFg§ftcKDR 5N-Fctftt) §181^ 
VEGF§§f*KDR-5N-Fdi, nl?§ttfc hVEGF^gftKDROffl 
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mi%7^/m^mt^r^)yts- cj>a-#i) & 

[0 17 7] pUC-KDR-XbOEcoRI/HincI I (1.9 kbp) Rff 
fiScU y#-£^*-pBluescriptII SK(-)CDEcoRI/Not 

pBS-KDR-SNfciifgLfco pbs-kdr-snox 

bal/SnaBI (1.9 kbp) SrfrRtfpAMoPRFc (Kil^HS 
(1)#38) ±f)H rKft©Fc«&3-F"f 3SnaBT/Not 
I (0.7 kbp) £/^aP^/l/Xffi&^;lpVL139377 10 
XSFWJ^FUy (Polyhedrin) «fe?©fe¥f?fl^ 
WJXbaI^t53' iNotlSMlM&jA^ oJ?§tt 
fc hVEGFS^f*KDR-5N^t FK{*F«^cO|l!^ljs^ 
%fH7 *- P VL-KDR-5N-Fc*fS§g t fc. 
[0 17 8] (4MMfefcFVEGF^§ftKDR-4NfcfcFfi 

fc FVEGFggftKDR^y^fvl/'W K»Jtt5E?lJ 
S^56ES©197 5 /KRtMSBtffcK FVEGF^SftKDR 
Sa?iJS^55fEic«7 57 HBEfll 1 ~393#@fC 
fflStS Bj7§ttt hVEGF^fttDRlr^ 27 = /MS 20 

(Uy*-#2) Rtft HSt*Fc«g« 
£*MtS22773./^6$3ii£#y/^3t OK 
T\ nTf#(4tlhVEGFS§f*KDR-4N-Fc^^) 

VEGFS§f*KDR-4N-Fctt, RfiSftfc FVEGFg§ftKDR©|ffl 
Cfti h StftFcM^/b' 1 5 eg a H£ ? y ; V? H«g 3 t * o 

[oi7 9] m$m^37%£xfmmmK7fitfd§& 

E^P&lTf 3777 V- 10 pioK pUC-KDR-Xb DNA 10 n 30 
g, fttf, 10 mM T3J-*V?^U*f-KSUy» (deoxy 
nucleotide triphosphates) £^t?10 mM MgCh, 0.001 
% mWyi-y'Mtm filic2.5 units Taq#>J/7 
-»xfc„ S£«95°C^5f>^WIb/cfit, 9 
5°C?90m 50°C-e90©P B l M^t72°C'e90#^cD# 

ij ^ -7— t? • f- x 7 y • v 7 7 y 3 y (pcr) £30@£i 

DMU DNABrttfcHUKUfco CODNASrJv&HindlllfcK 
pnIicj;D«TU 520 bpCDHindl II-Kpnl DNASr/t^f 
fc 0 ^DNAifiti:. pAMoPRFc±©fchK«« ; &3 
- FT£KpnI/NotI (0.7 kbp) Iffrfc^/^pAMoPR 40 
Fc (KM©1S(1)#1) ©Hindlll/NotlMcfitA 
U pAMo-4N-Fc§S^Lfco pAMo-4N-FcQHindIII/NotI 
(1 kbp) RtfpUC-KDR-XbOXbal/Hlndlll (0.7 kbp) * 

F'Jy (Polyhedrin) %&&bWm&&Q>W8 *b 
alRm'tJNotl^fufCia^jA^, nJMfefc FVEGF§§ft 
KDR-4N fc F KftFciBtf fc ©ia£jifc?-§§§H7 £^pV 
L-KDR-4N-Fc£#!SSLfc:o 
[0 18 0] (5MMftfcFVEGF^ftKDR-3NfcfcFK 
ftFcli^ fc oa^afe? %S^7 * - 50 
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fc FVEGFSmKDR^y F^IMf 
#^56!H»©197 5 / SfttMlftfc F VEGFggftKDR 
E^iJS ^55f H«® 7 5 7 mWi 1 ~294# g fc 
ffiSt 3nT?§ftfc HVEGFggftKDRSrfr, 673./ISSS 

17 Bl^ttfcFVEGF^W-SN-Fcfc^) *m? 
VEGFS§ftKDR-3N-FcB, 6Tf§ftfc FVEGFg^f#DR©|ffl 

m^mmm-mm^m^ k/ ?p7d ymm 
m$§7^jm§m^r&&) y-h~- ojy#-#i) & 

t?fcFK*Fd»6fiicSI^^y;^Mtffl^TSo 
[0 18 1] pUC-KDR-Xb (KM©IIS(l)#fi9) ©EcoRI 
/EcoTHI (1.2 kbp) Kft*WJ#^39ftlffS*J#^4 
mmMVm^t%Sm y*-^pBluescriptII SK 
(■)©EcoRI/NotI»C|fAU pBS-KDR-3N£#?|g L 
tco pBS-KDR-3NOXbal/SnaBI (1.2 kbp) Wffr&tfpAMaP 
Rl-'c « ! r > ill 1 1 1 !• I^ 1 Hiif^lctoH4'3- 
FT3SnaBI/NotI (0.7 kbp) SriTSv^aP^/PX 
ffl&$;lpVL139377X 5 U ^ F U > (Polyhedri 
n) a{s?©$K¥r»1^*WT^5' iJXbaIS:tf3' MNotlgP 
fitli^E^, Pj^ttfc hVEGF^ftKDR-3Nfcfc FKft 
Fcfi*i:©H^afe?%S^^^-pVL-KDR-3N-Fc*« 

[0 18 2] (B)«I|fttfcbVEGFg§#:KDR-2NfcfcFK 

fc F VEGFS§ftKDRO ^ ^7 ;M ^ F § IB^J 

#^56ia»« 197 = / t&Mlif* fc F VEGF&gftKDR 
T'feS, E^JS^55IB«07 5 SMm\ l ~194#gfc 
ffiSfSRfffittt FVEGF§§«DR»r^ 
fr6ft*U>*- (U>*-#1) Rt/fcFifLftF« 
^^f52277 5 /S^5figSl^>;^K (JK 
Blr§ffifcFVEGFg§fttDR--2N-Fcfc»1-) 

«^c46o^^ z-mTvmmmLrcc wmt f 

VEGF^§ftKDR-2M-Fc«, W^ftfc FVEGF^gftKDRCffi 

mmm n e 2«tk a/ 7 u ymm 

tffc FKf*FcM^e>fi)cai^^y;^Htffly|1-So 
[0 18 3] pUC-KDR-Xb (trilf^lKDW ©EcoR 
I/Vspl (0.9 kbp) lfffrM^iJ#^41&i;E?[J#^42 
©SSIG^J^tS^U y*-^pBluescriptII SK 
(-) ©EcoR I /No 1 1 0|5feiC# A L , pBS^KDR-2N§^^ L 
fco pBS-KDR-2NOXbaI/SnaBI (0.9kbp) Irfr&t/pAMoPR 

fc mmmmimm) ±©t fk*©fc«£3- 

Ft«SnaBI/NotI (0.7 kbp) *;^aP^;l/^B» 
H*pVL1393:/7X5 FtD^y^FUy (Polyhedrin) 
*fe^©fe?IBil&^©>"M5' iJXbaIStf3' {PijNotlgMT/Jc 
ffi^JA^s nl?§ttfc F-VF.GF^f*KDR-2Nfcfc FKftFcffi 
fc ©H£»fc?5SgH ^ * -pVL-KDR-2N-Fc^^6 L 

/Co 
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[0184] (mm&thwwgmwm-wttvffi 

t FVEGFggttKDRfl^-JvWW F£«-f £E?iJ 

#«a*©i97 ^/mmmmt h vegf^§&kdr 
ia?ijs^55!a«©7?y«sa?y i -mmic 

VEGFg§ttKDR-lN-Fcii, WjSftfc F- VEGF§^#KDR©ffl 
)§ WUi© N *i§» ?> 1 f@©7 A / ^WJ >88Btt 

t;thKf*FcM^5fiSc«i&^^y;^fl«Ba-rso 

[0 18 5] pBS-KDR-2N (KJH^IMS(6)#fS) ©Bglll 

/Not i (2.8 kbp) »?it^ mmmmmim^uco 

SUL/co pBS-KDR-lNOXbal/SnaBI (0.4 kbp) fritR 

ifpAMoAPRFc (mmnmiDm) ±©t FjRft©Fds 

jgfcn-FfSSnaBI/Notl (0.7 kbp) S;tfaPW 20 
;bXffl^«ApVLl393^7X 5 F©^'J ^ F U > (Polyh 
edrin) *f5?©$£¥Pffm*©Tift5' dXbaIRtf3' WJNot 
I®Sffi£ffl#&*k RlSttt FVEGFg§ftKDR-lN£t F 
K(tfdB«fcOB^aef5SB^^*-pVL-KDR-iN-Fc 

[0 18 6] (8)W?Sftt AlNfcH 
F»cM^©I4£1{e?»^ *-©«!§ 
RliSft t FVEGFS§(*KDR-7N-Fc (gxM^IJIKDW 

$t£31#B©75/|?fr5i02#§©75/I?3;-£© 30 
If 72{@©7 5 /**^S-efeKDI«ff^ 67 

A^^yy/j- (u^*-#i) 

£«J^*2277 3 >7<*S OX 
T\ nfiSttl: AlN-Fcfcifet) 
KT3ft£>©<^ ^^T©¥liTMtSLft 0 nJMtt 
tFVEGFSS(*KDR-7 AlN-Fcfi, nfiSttt MEGF£§ 
*KDR©«^ffiii© N 5 2~7# i tfH A / ^ 

CJy*-#l) RtftihfFittFc««*6^«»^> 
A^®cfg^£o 40 

[0 18 7] E»^45&tfK»^46fc*LftigSK 
m^lt^^y^^-lO pmoK pVL-KDR-7N (ioBOM 
«(14)#fg) DNA 10 ng, fttf, 10 mH rtf*^*^ 
^^FH'J >1t (deoxynucleotide triphosphates) § 

#t?io im MgCh, o.ooii Oi/vH^ylgSioo /fit 

2.5 units Taq2HU^7— e^dn^fco fiES295°Cl?5fr 
KOftMLft&fc:, 95°C?90m 50°CT-90#Pb1 g 

iHc72°CT?90#fi©^y >< 5— e • fi-fy • u 7^> 

3> (PCR) £30[3!iDlU DNABrTtfcHUKbfto *DN 
ASrJtfcXbalfcBglll-eSJSrU 0.8 kbpOXbal/Bglllff 50 
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fr^ff/co #DNA»T>tRtfpVL-KDR-5N (RH©f3S(17) 
#1) ©Bglll/FiotI (1.6 kbp) BrtffcpBluescriptll S 
K(-)©XbaI/NotI£j?AU pBS-KDR-5 AlN^ftSU 
fto pBS-KDR-5 A 1 N^Xba I /H i nc 1 1 (1.6kbp) SrJtfttfpV 
L~KDR-7N-Fc ClrtJg0M»(l)#Jl8) ©IlincII/NotI (1.2 

kbp) £/^aO^/l/X|i»g|xpVL1393:/^X5 F 
©#y\Fyy (Polyhedrin) lfe?©fe?M^jSOT 
M5' iJXbal&t;3'iiNotIgMiKa^3A*, nj?§'ffit: FVE 
GF§§ftKDR-7l)lN 1 1 F KftFcf^ ©It^Sfii^SI 
^#-pVL-KDR-7 AlN-Fc^tgLfeo 

[0 18 8] (9M}8ttfcFVEGF££ftKDR-5 AlNfct 
FKftFc.1iiii:©l^ie7-^il^^^-©^ 
Rj?§ttt F VEGFS-§frKDR-5N-Fc (KJg®lS(3) #fig) 
^6, NSi,»eiHg«7A/^n7'y wsa 

St72fli©7~/gf^££#ftKDR§Ttt\ 67 5 /MS 
3b^S5U>*- (U>*-#1) M^FK^Fdlfejlc 
*»S*«22775/i*fr6ja«lite*y/<*H OX 

>'. ■'Jim- hva-imm 5 ain ixfcft-r) «g 

H hVEGFSSftKDR-5 AlN-FcH\ pf?Sttt hVECFSS 
{*KDR©.$»SI$© N S 2~5# B ©^ 2.7 

a 7 y >«afiRtf 67 5 / mm& 5 a* u > a- 

[0 18 9] pBS-KDR-5 AlN (JaJg©!S(8)#!) ©X 
bal/Notl (1.4 kbp) WffrRtfpAMoAPRFc (KM©HS 
(D#fS) ±©H hiaftOFc^tt*3- KtSSnaBI/Not 
I (0.7kbp) J&/^aD^-f;l/Xfi#iJiApVL1393^5X 
5F©^yNFU> (Polyhedrin) 1(57©$^^ 
lJXbaI&tf3' iJNotl^fitfi^iA^, BJjgttt 
FVEGFg§f*KDR-5 AlNfct h»«t©Sl^ag 
?5SS^^ ^-pVL-KDR-5 AlN-Fc^«Lfc 0 

[0 19 0] (10) nJiSttt: FVEGFS§ftKDR~4 AlNfct. 
F iaf*FcMi^ ^ ©I^«fe?%S^^ * -©» 
njjfftt hVECFS§*KDR-4N-Fc (KM©HS(4)#fi§) 

fr^ N*«»5iSi©-f «a 

ff72fi©75/^^?^fcKDRir^ 
j^e&SU^A^ (y>A-#2) Rtft FfaftFcMl 

T, nT«tl BEGFggftKDR-4 AlN-Fc^^f) m 
m 5 fci6©^ ^ ^ -*KT©¥fi'T-ftS t ft o 
t FVEGF§§WDR-4 AlN-Fctt. WiSttt: BEGFg§ 
ftKDR©|ffl,fi^!g^© N *«^)^ S 2~4# B ©7 A / ? 

p >«a5ii&t;27 ^ y gggfr & y 

[0 19 1] KH©iiS(8)-e@lKbftXbaI/BglII-PCR 
Bfit (0.8 kbp) &tfpVL-KDR-4N (Klg©Ij|S(18)# 
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fS) ©Bglll/NotI (0.9 kbp) Wlt^pBluescriptll SK 
(-)cDXbaI/NotI£f?AU pBS-KDR-4 AU«ff8Lft, 
pBS-KDR~4 AlNcDXbal/Kpnl (l.Okbp) RfM'&tfpAMoAPR 

fc mmmmtDm) mtmmmim^ 

KtSSnaBI/Kotl (0.7 kbp) «/^aP<)-fW«* 
H;tpVL139379X 5 F©*° U *\ F 'J > (Polyhedrin) 

VcMmt(Dm&£fc^ 5m*Z #-pVL-KDR-4 AlN-Fc 

mmbtc, io 

[0 19 2] (llM^14fchVEGF^ftKDR-7N»^ 
fc FVEGF^gftKDRC^t^'W F^itt^E^ 

mmmomr ^/mmmmt hwGmmum 
•c&s, ia?ijs^55ie«©7'^y»ij 1 ~738#gfc 

ffiHTSTOg-fc FVEGFggttKDRISrfr (JUT, RJMft 
fc hVEGF^§ftKDR-7N^i5f") Rtf U >#-d3*®27 

SLfco Bf»ttt FVEGF^ftKDR-7Nfi, nj?tttfc hVE 

u mmmmwmm mn wm -~ 7 s d f k/9 20 

[0 19 3] pBS-KDR-Xb-S (Jo|g0WtKl)#JS) £Sna 
Bl/BaiHI^tffU Kita F^Notl${ui:£3ty£j£ 
U (EJ!l»947&ira»#48) pB 

S KDRttbH-N^gSbfco pBS-KDR-Xb S-NcDXbal-Not I 

(2.3 kb) Efr#£^:iP7^7fI&g^pVL13937 
7X5F©^U^FU> (Polyhedrin) Sfc?<D*to^|J8 
^©TM5' iJXbaIRtf3' fflNotI$ffifc:*i*&#, oTf§ 
14 fc h VEGFS§ftKDR-7N%S^^ ^— pVL -KDR-7N£frS! 
Lfc 0 30 

[0 19 4] (12)nl?§fttl FVEGF^f*KDR-7N' 

fc FVEGFggftKDRO^t^'W F*£$/£-f SBEfll 
S^56fH«©197 5 / &Rtf jSJSftftfc F VEGF§§{*KDR 

mtz^mthm^mmfift (jut, ^ft 

fc FVEGFg§ttKDR-7N" fc#t) fcS&grrSfci&tfW 
^-£JUT©¥JlT?-{tSL/c 0 nftgftfc FVEGFggftKD 

r-7N' mmtymQmmuwmmmmn 

[0 19 5] pUCHCDR-Xb£StuIRtfSphIT*93SrU Hit 

a f y&tfNot iM^t^Sc v yts~ (sa?ij#^49& 

LWJ#^50) ^ffALfco XbaMotl (2.2 kbp) W\ 
£/^:in7^/VXffi*ji£pVL139379X^F©#y 
^F'Jy (Polyhedrin) I£T©![te¥lfm&©T$t5' M 
XbalM53'ffiijNotlMcfM&&, W^c FVEGFg§ 
#KDR-7N' 5gg'W-pVL-KDR-7N' ^ftSbfc 0 
[0 19 6] (13) RjfSttfc FVEGFg£ftKDR-5NS8IH* 

50 
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fc BEGF§§ftKDR©^V-;l^7°f - F&fgjjKT*!^ 
S^56i2«©197 5 /^SU'fiScfiftfc FVEGFggftKDR 
-FfeS. Ba^JS^55fH»c07^/ Wl 1 ~518#gt 
fflStSnJ^ftfc FVEGFSgftKDRffit (JUT, Wi§14 
fc FVEGF§«DR-5N^1") ZmitZTcm*?? 

-m-vnm-Fmuco m-&t fvegf^#kdr- 

5Nfi, Rjlgftfc FVECF§${*KDR«^MJ$0N*S 
Mfr £ 5ffltfK hJ 9u 7 U yftg^fu a t « „ 

[0 19 7] pUC-KDR-XbOEcoRI-HincII (1.9 kb) »rfr 
SttSnaBlSML HihnF>', NotlSBffi££ty£$DNA 

(Sa?iJS^51&tfE?iJ#^52^pBluescriptII SK(-)<DE 
coRI/Notl^futCjfAU pBS-KDR-5N^ftSLfc„ pBS-K 
DR-5N£OXbaf-NotI (1.6 kb) a P>M;l/Xig 

^X.pVL139379X5 FO^'J^F'Jy (Polyhedri 
n) SfcT©$»m£©T^5' iJXbalRtf'3' tJJotlif 
ftfcffl#&^ nJi^ttfc FVEGFggftKDR-5NS8i'W 
-pVI.-KDR-5N^ftS8Ufe 0 

[0 19 8] (I4)nj?§efc HVEGF^ftKDR-4N^S^^ 

fc FVEGMttKDRO^-JvWW F£#Mt WJ 
S^56fBSc0197 57KSlf«*fc FVEGFggftKDR 
TffcS, E^JS^55fa8©7^/»fJ 1 ~393fS@£ 
fflS-rSRT^ttfc FVEGFSSttKDRBrfr (JUT, Wi'M 
fc F VEGF^^ft KDR-4N t %Ft) &tf U ^-fefc©27 

SLfco WJSttthVEGFSSftKDR-4Ntt, Rl^ttfcFVE 
GF^*KDR©«^«Ji© N»)J^ 54f|£D^ hJ 9 

[0 19 9] pAMo-4N-Fc (KJI?©l»(4)#il) ©Xbal/ 

Kpni (i.2 kb) mmmm^Rxsmmm^ 

*.pVL139377X5 KO^'J'sKUy (Polyhedrin) 1 
fzxT©g?r»1^^©TM5' «baM3' tJNotIg|5fuiC|fi 
^}A&, RTJgttfc FVEGF§§*KDR-4N%JJI^^^-pVL- 
KDR-4N£{fKLfc 0 
[0 2 0 0] (I5)ffl^ttfc FVECFS§ftKDR-3N^^^ 

fc MEGF3§ftKDR0*^7l''W F^SiSt^SaM 
S^l56iat©197 5 /St^tfiiiciiftfc F VEGF^«DR 

tffe«. E^j#^55faa07^7wa^j 1 ~294#atc 

fflSf^oIif ttfc hVEGF^gftKDRtlrfr (JUT, 

fc FVEGFS§f*RDR-3Ntf^) Rlf U >*-S*027 

5y«SS*5SS-r«fe«>©^^^-*JKTa)#JiST-ff 

SL/to nI?gttfcFVEGF§§f*KDR-3Nti, nfig'Sfc FVE 

GF^§(*KDR©HWffii^cD N*i» 5.3«cOT ix/ ^ 

[0 2 0 1] pBS-KDR-3N (KS©SlH(5)#Bg) ©Xbal/ 
SnaBI (1.2 kb) frit, K»JS#47Rtffi^!IS#480* 

X.pVL139377X^ FcD^'J-xF'Jy (Polyhedrin) 1 
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$S«A^ nTMttt FVEGFggftKDR-3Nf£i'W-pV 

L-KDR-3N£ftgLfco 

[0 2 0 2] (16M»ttfc FVEGF§gftKDR~7 A1H38S 
FVEGFg£ftKDR-7N (KJjMtKl4)» 

5&<5yy#- (yy#-#i) hSfflcFcflss* io 

RliSttfcFVEGF££ttKDR-7 AlNfc&r) £»r5fc 
J6<7)^^^-^T-<7)#!lI-efr«tfco Rfigttfc BEGF 
gg#KDR-7 AlNtt, nJ^ftthVEGF§§frKDR©fflfi 
^MJsJ<DN^»?>2~7#i^^Ay ?B7U 

fu&tf67 5 / immfr 5 as y cu # n 

[0 2 0 3] pBS-KDR-5 AlN (liUf ©IIS(9)#fi) ©X 
bal/HincII (1.6 kbp) BrttRtfpVL-KDIHN (£xM©lf 
§Kl4)#f§) OHincII/NotI (0.67 kbp) Vtft&'&x 20 
O 7 ■< ApVL 1 393 7y X 5 F © * 'J ^ F U > 

(Polyhedrin) S^^^^OT^' ffllXtalfttf 
3'{iNotI^fu«M*jA^ oJMttt FVEGFggftKDR-7D 
lN%ii^^^-pVL-KDR-7DlN^^lL/co 

[0 2 0 4] (l7)MmfiE«fc«RrjSttt FVEGF§??ft 

wmzftSTdbm&st*. 7 x jizvm 

izh yy 7>77~^$- tmmzmimm 3- 
y*t%cwkmm^y7,z v^mmmnmrn. 30 

7 x ;VX t h ? y 7s 7 7 7 9 -fcS&MBfc: 3 F v 

>x7x^^3^u fraa&m^yiawtx^x 

5yyxytl^aD3*-/VKX^-^7 F CI! 
B D nfPfPlF21001K ) *ffl^Tf0^i7/W<:MT 

[0 2 0 5] TMN-FfK^-fe^ F^rV7A (77~5y 

■>"iy|±I) KTtgabfcM«asf9 (77-^yy 

x>ttS) KS^^^n7^;FXDNA [;^aDd- 
)V F • A+aD7^;FXDNA(BaculoGold baculovirus D 40 

na) , 77-^yy'xymi ts&mmUcYyyx 

[16f«S«, 37, 2701(1992)] CiUff^ffl* 
a U>7-r/l/X i 9 KftK t fee 

[0 2 0 6] wmmLkm^7-~(Diiigttm 

;^;tP7x4/XDNA ©20ngt^l2 /x l©»J<fC7§» 

U £ 6£U #7x^y6 ji 1 m^u \l \t*m\L 

fcfc0£fa*gg?15^ftfiLfco -£Sf9«HBl x 
10 6 ffl^2ml OSf 900-1 US* [#7*3(Gibco) fc 
S?IU Eg35mf©Wg8ffl7^>X^7^y^-Mi: 50 
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Atlfc, Cdtc±fB«77X5 FDNA, »K/^aP9 
x;FXDNA 43 j; tf y $ 7 x 7 ^ yMWM^M^M X 27 

°ci?3 s ?mmk. m-mz 7 x ;i/x^c?t§8±?»iini 

*fl® L fc 0 y •¥ - Wc tefrfc £Sf 900-1 1 ±Mlm 1 ^ilP 

x., s 6 £271 1?3 b ritgs umm 7 x /Fxs^t? 

±g*±?f^$5£1.5fl Utco (2)~(16)T?ft 

[0 2 0 7] ^tSflgWcfflV^/ci6£#5tl/cffi 

[0 2 0 8] Sf9«2xio'f@^10ilcDSf900"IIi$ji(<: 
«»U 175cm 2 77X3 (7^^t-|±S) fcAtlTS 

s^i B#r B f isj(HLr$wi^7vX3fc#t^^fco mm 
femmmfdz\5%i<dWMM y-tz f * fv 7 a 

fc±£tf»$x.7 x ;Fx^t?±ga±M © 5 *5 1ml £ 
in^CTMItgSLfco tgStI±^l ,500XgT'10 

[0 2 0 9] f#£nfcffi&$*7x/FX$$fr:o^T7 
^;FXC07Jfffi^^aUd-;l'FX^-^-^7 F • v 

-i7;v (77-5>yxyttS) KIB«o^St?»S 

[0210] smmsx-rf m^imm-wmim 
m mmommM^m 7°y x^-y * y a 
sgTi ^^SLTiffl^^y^-ytf^*^ 

fc„ ^t±M*»* fr/cfcSf900-II^«400/i 1 i:Sf900- 

imxmmvi mmwbm, 5mi©i%jai 

^7^u-X [7iS-~7°7—7 • 7^D-X(Agarplaqu 
e Agarose), 7 7-^y7xyttS] %^&m MM 
l/feltl ©5%7 13-~?7-7 7xx • 7^a-X7l<}fS 
^4ml©TMN-FH-<y-b^ F^r-f 9ZvKBft!U 42°CC 

fflSg L Stl^ffir ft tf-;l/r- 7°§y ^ - y 

{c f t , fgffl nj t 7^ x ^ 7 ^ mnmcm^y * - is* 

XtU 27°CT?6HP e 1±g8b/Co ly-t-ytO.01% 
-F^^y^y F^#WBS lil*iinAS6tl B*g«L 

t-^y'a-vh (JKT, PFU mt) /ml ©7^;P 
X^^V^Cfc^fc^o/co 

[021 1] (is) mmmicmzm^hmom 
mmmmmi. mm 

1 (1) ~ (16) ^b/cFfT?§tttlhVEGFSg{«DR"Fc^ 
Sil^ft, *5<fctf, nj?tf±t FVEGFggfttDR^flU* 
*{i«T©<fc^tLTf#fc 0 High Five«4xi0 7 *%l 
75cm 77X3 (^7^y--ttS) ^OEX-CELL™ 400±g 
* (JRH BiosciencettS) 30mHi:«L, SfiT-ll^H 
KBU 77XJ£j5tl«*fe, (1) ~ (16) vmtl 
fcF^yX77^7^-fi*0$I^^7x;yx^ 
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1-3X10 PFU /ml (Dim ' , , ' fclilftl*, 1ST' 
2$m%8k2-&rco tgaift^^ffT/cfCSOilOEX-CELL 
a 400£g*30il^/jP^27' , CtT3~4HH±§8t/co ig« 
H7tt, ig«±M*@iRL 1,500 XgTiO^S^it 

[0 2 12] Rjfgfth hVEGF§§W--Fc§®l##t 

Mbtco A^AK^lnlcD^n-fe7 7 p A [Bloprocessing 
til] «j|U 10ml©20 nH'jySSf- bU7i41fj?ft 

(pH7.2) m^xM/^mm^^yh&mbfco io 
wji. ±iao <fc o mmbmmx b wommw 
m^&mmoo- 1 ooomi # i oom i /Bf ©»SiT 7°P -fe -y 

T'Art^AKiffiSLfco SSKHkl<O20 «JlU>®thU 
72«i« (f)H7.2) »^Tlil/^©M3Tift?§ L/c 
& 50mM?x>HlM (pH3) £7«lffligU ^n-b-y 

S-PAGE)fcTl!PtffLfc. 

[0 2 13] nr^'B-t MECFggftKDR&«i$£ttfCO 
t^T«\ JMTCfcdtlllSLfco 50ml©DEAE-Sepharose 20 

CL-6B(Phanacia BlotechttS) fcSESLfcrt^ Atf $ 
©APMic, 40mlOHeparin Sepharose CL-6B(Pharmaci 

HGflfcSSRU 300b1O20bMU >&t h D 7AJi«$(pH 
8)T^Lfc 0 »cm RlffittthVECFSSMttDR*^ 
^gS«400~800ml £50M00ml/ft^STl±I Lfcc 
ME, 300BlO20mMU yWtt b U 7X«$(pH8)T^ 
Lfctt, Heparin Sepharose CL-6B#y£,©&E400ml© 
0—1M NaCl/20nM!> AJfct h U 7A£METaiM 

4ies^», wmmmmftiko mmm 30 

•foftHU ^BE^Sft^gBSi^SDS-PAGEETft? 
*f U nrJS'ttt hVEGFS§ftKDR«tty^H^60~80Bl 
HiKLfco 0iKL/cf»l»^yry7U-y7lO (7 
SnytiS) ^ffl^TifffU nJ?§14t:hKDR3N, KDR4 
!i KDR5N, KDR7N' *5 <fctfKDR7N£Jg?Si: LTW?tl2. 
8mK 8ml, 5.5mh 4m lfc£t/4. 8ml (gfiflfM/*t« 
345.5 ft g/ml/30%. 264 fig/m 1/50-601 380.5/f g/ml/70 
1 1.59Bg/al/60Xfe<ttf815/ig/iil/70~80X) f#fc„ $ 
IlLfcBJlttt BEGFg§#OR-Fc&ggf£fk fe<fc 
cj\ Bjf#et hVEGF^ftKDR^aS§#ftCD^0}401 40 
3£><fct®14E^Lfc 0 

[0 2 14] (19) Rjfgftt BEGFg&ftKDR ©*fig© 

mm 

«Scil!t'l4thVEGFg§ftRDR-Fc©Mfi^SDS-PAGE^ffl 
^TSttltfco SDS-PAGEttiKIH«©73S [Anticancer 
Research, 12, 1121 (1992)] Kftofco y;l/E»5~2 
0%^v^xyhy;l/ (7F— tig) Ijc^ff 
TTP— >fefcDO^ y)\9Wt UT2 ftgOKDR-Fc^tl 

?'n*a u t-w-rv u 7 y h 7;b-ET5ftftL 

fco Hl5fcSa^U/c 0 KDR-7N-FC, KDR~5N-Fc, KDR- 50 
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4N Fc, KDR-3N-Fc, KDR-2N-Fc, KDR-1N-Fc. KDR-5A1N- 
Fc, KDR-4AlN-Fc©Mfitt95%t(±Tg»ofcc 
[0 2 15] (20) »Ma©fSK 
^MiSlattOT^idfcLTflfco High FiveW 
xio'fl§175cm 2 77X3 (^97t-ai) tfJ©EX-CE 
LL™ 400«ffl (JRH Bioscience*!®) 30mlEil?f U % 
STlBfPEHScHL, 79X3E#f 27ticT3~4 

[0 2 16] #92*£^yy--f?77P-XCL-6By 
;!/ (Pharmacia Biotech ABftg) i^OmlWlU 200m 
1 <020iM h V X -ifiH (pH7 . 5) S«i«T0 . 5m 1 /5>0rMT 
jjfej? Lfc 0 ffim -hfEOJ: "5 fclSSILfcHigh Fivefffl 
»£*!500ml 50.5ml/7>®?HT-\^U >-^77 
D-XCL-6B*7Ata*§LfCo £5tC200m1<D0.2M NaC 
1 £ra C?20mM h U X - JSBI (pH7 . 5) TO. 5ml/^©^lT^ 
1M HaCl*#t?2(WIhUX-««(pH7.5)A»5 

LfciaS^fflLfco 1M NaC]»ffiH^-fe>h 
'jyy^y^lO (75 3yttS) ^fflV>TlfflLJrflKii 
SB£IraEg867/ig/ml<D7§$tLT7 ilUfco 
[0 2 17] (21) Bj)§ftt BEGF^??f*KDR-Fc&«!§ 

(18) «l LfcnliStt t h VEGFSSftKDR-Fc#fiHtf* 
(KDR-7N-FC, KDR-5N-FC, KDR-4N-Fc, KDR-3N-Fc, KDR- 

2N-Fc, KDR-IN-Fc, KDR-5AlN-Fc, KDR-4A1N-FC, KDR- 

2A1N-FC) ©K hVEGFlS^^tt^J^T© (21-1) VECFfi} 

^PMIM, (21-2) VEGFlg-p fi^fi: <fc 0 5HH L fco 
[0 2 18] (21-1) VEGFlSBfMfi® 

967x;b • ^Z^tfuy 1 " -P7jj\/hls—i/ay • 7" 
1- (96-well Immobilon™ -P Filtration Plate ; 

5 U ^7ttS) ^y-;^100/i l/7x;l/T^a 
^y-hjgg^PVDFl^U^tL/co *Tffi!f^ 

PBS hKDR-7N-FcJ&50/il/^x;l/T? 

7 ^L, 4 BfeaBLTKtStffco 1 % 

^ito^7;i/7^y(BSA) *frtyPBS%20Oji 1/ 7x;i/ftn 

bfco PBSTMt, (18) TM#bfcfiSnJ!§ttk:hV 
ECF'^§#KDR-Fcg-a^#ft (KDR~7N-Fc, KDR-5N-Fc, K 
DR-4N-Fc, KDR-3N-Fc, KDR-2N-Fc, KDR-IN-Fc, KDR-5A 
lN-Fc, KDR-4A1N-Fc, KDR-2AlN-Fc) ^50/il/7x;l/ 
(gHM.05~6.25/ig/ml) , 5 12 5 1 
hVEGF (SHlg 4ng/ml : 7^^^M±1) * 
50 |t 1/ 7x;M)[]?L SrlTi.5 HfKSS^^/co 0.05 
%tween-PBS X*mW'&, 50°C}cT7i^^^$-&, ? 
77Di/y^-0 (A-y^-FliS) ^10 jj. l/Vxm 
X. Yv7°i37y\- (><v*-K*t») ^ffl^T, ^7 
x;l/tS^Lfc' 25 IglH hVEGFcDMStt^iJ/gt 

/Co 

[0 2 19] |gS^Hl6(C^o KDR-7N-Fc, KDR-5A1N 
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-Fc, KDR-5N-Fc, KDR-4AlN-Fc, KDR-4N-FdiEStt# 

ffiSt§ofc^?tl/c 0 -7j, KDR-3N"Fc , KDR-2N-F 
c, KDR-1N -Fc, KDR-2AlN-Fc«£<i§£IS§Stt£^ 
&frofc 0 !g£ffi«Stt®®m KDR-7FFC > KDR-5 
AlN-Fc >KDR-5N-Fc > KDR-4AlN-Fc > KDR-4N~Fc£> 
li#T?fc?fc 0 fj^t, VEGFOKDR^OlS^SCti, 

Ig»lW> (N*S7 5yS^bl03~393#g) 10 

fti$wmm&x%& c ^snfco 

[0 2 2 0] (21-2) VEGFfg^t® 

U-Y (96-well Imobilon™ -P Filtration Plate ; 
5 U #7ttS) fc* #/-;l/£ioo p l/7x/Ke#a 

PBS #fflLfc0.1~12.5/ig/al© (18) fWILftffl 
W$ftfchVEGF§£ftKDR-Fc&ffi§i&tt (KDR-7M-Fc, K 
DR-5N-FC, KDR-4N-FC, KDR-3N-Fc, KDR-2fHc, KDR-1N- 
Fc, KDR-5 AlN-Fc, KDR-4AlN-Fc, KDR-2AlN-Fc) £50 20 

Wft'ik, i yot-^Mr^^syCBSA) *&trPBS%2oon 
1 /7x/Win*, SS3#l«£ES#TgoT^3igttg 

^7p7^l/co pbs xmw&, 125 iffliithvEGF (« 

4ng/ml : 7vy-tMtlD %50/t 1/ 7x;W|[I 
A, SS71.5 f^ra®SS-&fco 0.05%twcen-PBS 7g£ 
50°C^T^x;l/^|g^€, 

FttS!) §10 ;j l/7x/Wra^, YVfti^y 

12S naithvECFosafiStt^aisLfe. 30 

[0 2 2 1] $gSM7£^to KDR-7N-Fc, RDR-5A1N 
Fc, KDR-5N-FC, KDR-4AlN~Fc, KDR-4N-Fc«ilfiffi# 

7?, KDR-3N-Fc, KDR-2N-FC, KDR-IN-Fc, KDR-2AlN-Fc 

R-7N-Fc > KDR-5A1N-FC = KDR-5N-Fc > KDR-4A1N-F 
c> KDR-4N-FcCDffi#7&o/c 0 lot, VEGFOKDR^O 
'>&< M*fr5l#B, 6fg, 7#B<DIg 

62, 3, 4Si<7)Ig«F^^y (N*«7 5/&&»6lQ3 40 
*^393#g) fcnfcfVEGFfcilg&T't « C i:^?tl 

[0 2 2 2] (22) M&ff JgtC S F VEGFOfgil 
fchVEGFfci:#T©<fc?£LT#fco High Five«4 XI 
0 7 fg§175ci7^X3 (^7-rt-*tai) K EX-CELL™ 4 
Wtm (JRH BiosciencettS) 30nlK:SPU SSci 

-X • r>K • fV 77 yyyx—y a y (Cell Growth 

& Differentiation),!, 213 (1996)] Igf^Wffifci 
Df#&nfct: bVEGFlM^A^-aP9^;l/X?SS^ 50 
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i~3xio s PFU/il©}Sfit ; ^ts'?§l^liil ftix., §?M72 
IfPM^/A tg*±?f^lt€if/cEC30ml©EX-CELL 
™ 400i:§«30ml^tox27 o CfCT3~4Hr#gSLfco Jgg 

*S7& «§±Tt*iPiJRLi I 5ooxgT?i^K^i:>rj'i: ^ 

[0 2 2 3] *7i*fctt40ilO'V<yy— G77P-X 
CL-6B^;b [77/1^77 -/Wr 7 ^(Pharmacia Bi 
otech) ABftK] £7BgU 400ml®20iMF UX-JSIKp 
II ) V f r j i _ 1 J J!) 5al/^©Sft5iT*gfe^U 
fee ami, LtiCDXommbk^hWG^tSim 
'M 1 500m 1 £0 . 5m 1 /#<DSKj£T* 'V < 'J 7 — fe 7 7 P - 7 CL 
-6B*7^tCii«tfco $ 5>fc400ml©20mMF UX-JSS 
(pH7 . 5) fcffl^TO. 5ml/ftO»I» L/ct, 0 .211, 
0 . SMfc <k tf MONaCl-^i 20jiM FDX -*MIKpH7 . 5) 6 
&££M£l20 ml»»rU ^)J>-^77P 

to^tM^HL/A ^Ht#$nSgfiS*SDS 

tfvrtvuT^ Y?)imfm.mzxffiffiu t hegf 

£#fr#B (0.5-1M NaClB^) ^12Oml0JKL/co -b 
y h U ^7 ^-10 (7 5 3 y'S) « t hVEG 

mm&tixM (ieigi.2 ig/mi) 

[0 2 2 4] 2. 

Ki8)-efie*ifc#stt©io~50/ig j&^-n^nr^s 

mU) 1 xio'lfflSi:tfet5l^«BALB/c (0*SLC 

m) , B6C3Fiv7x (a*^t-;vxy;^il) h 
z^msd^vh (B*sLctt») 2 mm 

&«fcDlO~5Ojtg0£Sg£l a^iCl[9l, ff4 
/to ttc. N1H3T3-KDR»1 xio' fi*5a^ft|BALB/c 
(0*SLC» lf6@S4b/c 0 ® 

fe, NIH3T3-KDRfflK^g#b7c5 a^KBALB/cT'ii^a 

fee 

[0 2 2 5] fl#MMEM tgffi (07j<SlttS) fpT'ffllr 

Ify-fe-y hTfS^U ®L^3I (l,200rpm, 5 # 
H) Weft, ±«f*»T, hUX-^^ytx^Ag 
f5?dt (pH7.65) 71 ~2 7>P B WaL*ifiliS^^L, ME 

[0226] 3. mmmmmm 

1 (18) Xn 5 nfc Rll§tt H h VEGF^§f*KDR-Fcg-fIi# 
ft, KDRMMft^gtfcx-7XfeSl^i^7 

KHLTtt, KjgfcLT, Kl8)©Mi«±gS±rfJ: 
Df#5tlfcnfi8ttt: FVEGF^§ftKDR-Fc^aim KD 
R#B«ft«ffl^feo 967x;l/OEIA ffl7y-h 
7>7t-ttS) fc, PBSI3R1 -lO^g/ilql^ttUhVEG 
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Mt LT1 (20) T?^anftHlgh Fiv^BKIitO'N 

;^;y*7AKSB^ &swi, KGD3v^xt:F^ 
^75iftRM871 [Cancer Immunology and Immunotherap 
y, 36, 373(1993) ] £W?tt50/* 1/**>1/T*#a 

-177^5 >(BSA)£^frPBS£l00/i 1/ *x;W«*., 

fee 1%BSA-PBS^J§T, 

>y htMflitdJctWXy F-v©mhM%50/il/^ 
m^Rfot^tco 0.05% tween-PBS I s 

4k/yw?vy it&iamm) ^so/ii^x^t* 
mrmu, i b^hkes-^ 0.05% tween pbs xmw 
mmmm [2.2-7 'J/ v.* (3-xfM7^f77 

0D415ni©n&7fegE tax ttl/*a7- • f/U^-X 

(Molecular Devices)tt«] ^iJSLfco 

[0 2 2 7] 4. V^Xff!H««Pl 
8-7^^7^>»ftv-j7XfliIifflte«P3-Ul £E#ig 

[0 2 2 8] 5. A-f^U F-V£DffS 
2 . Ti# 5 ft k V X fe S I Hi 5 7 r ME £ 4 . 
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% h ft f ItBfflS § 1 0 : 1 fc & 5 <k 5 ig£ L , ig,rj# 

hi a,2oorpB. 5 m) tm, muc 

«P£J:<iS<*Lm ffltLfttf^ 37°CT\ #U 
X-^by^'7^r3-;ly-1000(PEG-1000)2g, MEM t§ifi2m 
1 fc<fct>'DMS0 0.7mlO?gl0.2 Mil/10 8 ^XJSMS 
£iffl?L 1 ~2 #Haf5£MEM igffil ~2ml ^ri[@/jP^/i 

(900rpi, 5 #Hfl) ft, ±jf*j§T, ti>5Jf>*H<: 
IKsafcfe ;*XtMy HC<fc3©jA^ ML 

[0 2 2 9] 6. Binding ELISAt«k*A-i'^U F-VX 
i/$x;l/-fo#au 5%C0 2 ^y^a^-^-^ 37°C 

m l fiif fSftgiteS^iK, 1 (is) m 5 n/c rJ?§ 

ttfc rVECF^gftKDR-Fc&Sfftfts Ofcg«|ft£ 

^nwtcssu ^01 (20) xmnrcimmmox 

[0 2 3 0] 
[Si] 
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[0 2 3 1] 1(18) 5> ftfcnftgttK hVEGFggflcKDR 
-Fc&SH^ft, KDR#S!l##:fe J; tfKDR-NIH3T3«^ 
^gbfeBalb/cV^X, B6C3F1V7X, fcS^ttSD^y 
Mf32^5#5tl/cA^^U K-v£-$<jl65487x;b 
X^J-y^U l(18)TM#WcnJ?tl£tBECF§ 40 

§f*KDR-FcMi#ft, m&mmmcmmzm 

U frOl (20) T*#P,n>*c^Jri0fe«^tiKII871fc:K 
16 L 4-1 \l f-74 ^ n - > 0)^1 1 h VEGFSSftKDR*/ £ n 

Ctie^fitt hVEGFg£#KDR^/*D-t/l/ffift0ff» 
T\ Amm/tV—fimfo (KM1668, 1768, 1825, 
1826, 1827, 1828, 1829, 1831, 1835, 1837, 1853, 18 
56, 1857, 1859, 1860, 1861, 1862, 1863, 1864, 186 
5, 1933, 1942, 1943, 1944, 1945, 1946, 1947, 194 



3, 1834, 1836, 1838, 1932) &15.TffitftfflS&SSk& 
[0 2 3 2] 7. t/^u-f-;Haft©i^h-7°»*T 

[0233] mmm^z mmc zt&m&tt 

mmcjTsto ±!H74fiO ; &yyu-t;l/ffL#;©'5^, KM 
1668ffl32fI^l#g©IgS M-O (1-1047 5 J 
m) KEfSU KM1987ffl3a^lS@©IgSF p<-fy 

(1-104 7^/micM&) t2ta©Ig«K^^y (10 
5-1947 5 ©PaltSJSL, KM1855{ft5 «tf 
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2#g<DIgatF^77 (105~19475/Bfcfcftj£) fcK 
fSU KM1858ffi2a^3#g©IgSK^-i'y (195-2947 
57S8K&JS) KSfSU KM1854ffi3fI^4#g03Ig«SF 
^77 (295~39375/RlcftJS) KEJSU KM1832ffi 
14a^5#B©IglI F 7 7 (394-5187 5 
JS) KSfSU KM1665«^6-7#B«g«K^^> 
(519-7387 5 /SfcfcftJS) fcgjS L'fco fct, 1# 
BOlgSF^^yEcMt-S^Hft^l^/^P-^ 
/Hrtft ©43 % & l # @ © I git F;*7 7 fc as L7e 0 (2 
1 ) ^ L «fc -5 tKDRO 1 # g © I gfit F ^ 7 > fcfcVEGF© 
^?S©C|I4L%^, ftgllftffS^fcik ELI SA 

[0 2 3 4] 8. [ ia 1] VEGF-KDR!S£PIS7 7-t7fcJ; 

(18) T?#5nfcKDR-5AlN-Fc*^9Xfc^Lfco V 
77KlMf hVEGFi t hVEGFSgftKDR O^St 

[0 2 3 5] 962 x7b • v;l/f-X»U~>- 1 
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* F- (96-well MultiScrcen-IP Plate; 5y*7t±») Jc 

VDFBI^WtLfto 7ja»lt, PBS 
t^LfcRfffiffit HEGFglgftKDR-7N-Fc£50/i 1/7 

& i %%nrii7^75y(BSA) £#pbs£200/i 1/ 7 

x SS30#iaRfSS -&T«o X 7 5 7 
Uy^bko PBSl»t, 1%BSA-PBS ?$«7100, 100 
0, 10000ft«?KLfcKlfilff, 1%BSA-PBS fM7#lRL 
feHS!t/^D-t;WRft (0.01-25 fig/ml) . 
14, a77'J K-v©tga±ff^50/i l/^x;H?M 
U 2 5t7 4 ng/mlO I2S lUM^- hVEGF (7v7tA 
tig) §50/1 l/9x/W)P^UTn.50tr B 1EE£#/co 
[0 2 3 6] 0.05%tweerH'BST»ft, 50°CET^x;l/ 

Ojil/SxjWin*., YvfiiyyY (/WA-FliS) 

[0 2 3 7] 



[0 2 3 8] KDR-5AlN~Fc^SLf--?773E«Kl&lli 

tt^rioof§#^ic*5^r5o%K±©^ia*Stt§^ 

U 3E5PF l lE£OKil?f«1000@fftlRK^^'r34.3%i:g 
fe^l^aSrSfM^L/co KDR-7N-Fc, KDR-5N-Fcft 
i^9X^ftl?ft3F7 2p.Otatflifttl00fg^tfeV^ 
T50%«±©M^Mffitt^^Lfto S^T, 
ffifttfftfcBK, SSt, MO^M^lSgOIglft 
F ^ 7 & 7KDR-5A1 N-Fctf ft&H i: 

[0 2 3 9] 9. f I] VEGF-RDR|g^PflS77-fe-ffC<fc 

KDR-5AlN-FcftSffiv2XlE5<j; \) a77'J F-YfcftS 
U $ 6 ft /c§<]6727 x/KDtg«±rf ^78. X^ L 
fc[ ,2S I]VEGF-KDR|g^ffi«77-fe77X^ y-xy^L 
tctZZ, tm±M Xim. 1, 66.7, 59.0, 85.7, 86. 



8, 78.o, 9\.z%(D^m^^ti^u~y^y 

^ftKM1991~1997£#%Lfc (Si) „ 
[0 2 4 0] 10. — f;HnftKM1991~1997©X 
40 ^F— 7i$Jff 

9. h VEGF^gftKDRt 7 7 U-t;l/Kf*cO 

mfem^xwmitco 

[0 2 4 1] f^gfiftie**BI20t, 3^26/c£5H£ES 
mc*to KM1992, KM1995{cf^S$ ft §±1271^^7 
7 D-7;l/Ja*a^T4S g<D Igft F^ 7 7 (295-393 
7~ J®',CttZ> IcRfcLtco t£oT, RDR©N*^P)4 
Sg£DIg«F^77 (295-3937^ 7 Hfc^jS) tfVEGF 
^©ig^fc#tS-STfe«o^^$ft/c 0 KM19 
50 91, KM1992, KM1993, KM 1 994 to J; 0 C KM 1 9 95 1 J: , 13. 
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-yoyfflc FVEGFggftKDR*/ ^-fMlT'H R 
migW. F * -< >g3% &^KDR--5AlN-Fcffftg/ifc L- * 



ft***?* 


KM** 


lgG1 


1665, 1666, 1668, 1768, 1778-1780, 
1825-1829, 1831. 1838, 1853-1858, 
1862, 1863, 1865, 1943-1950, 1965, 
1967, 1968, 1971-1975, 1987-1989, 
1992, 1994 


lgG2a 


1830, 1859-1861. 1864, 1966, 1969, 1970 


lgG2b 


1993, 1995 


lgG3 




IgM 


1659. 1942 


IgA 


1664 


IgE 


1991. 1996, 1997 
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KTMtZCt, I]VEGF-MRtt£ffilF7v-fe'f!bVvr 

[0 2 4 2] : £/{ru-+A/ffit;0Mfti? : 77>%8&>Z 
rcMWtvT.itJVyfS-vY (Zyme 

(i ) m\ m^mmmmmam^ wsn 

[0 2 4 3] 
[H3] 



[0244] ^mxmiLbki/^ti-tmmtig 

M?&£KM1659, KM1942, IgAT*&SKM1664^ IgET?fcSK 
M1991, KM1996, KM1997£r#?, t^TIgG^5XT*&-3 

tCo 

[0 2 4 5] 11. t/^D-t^KftOSiS 
•7VX*ymiTc8 M^-m^T, (Balb/c) £ 
6, 9Xmnk^fV H-^tt*5 ~10xio 6 «/ 
^tx^MIBSfitaifL/co 10-21 Bftic, ;vf?y 

(l~8nl/EE) U So^H (3,000rpm, 20^> 

ffl LrmmmzLrcmyvfrffimm (ryf- 

*rV-X • 7 • h U- • v-a7;W te± DM 

[0 2 4 6] 12. KKDRt/^o— ±*t hV 

9 .TM</ciat:hVEGF§§f*KDR ^r/^P— 

©t FVEGFtfc FVEGFg&ftKDR ©Ig^MrS'tt^ . t 

^ftKDR t/^D-t;l/Kft©t FVEGFfcfc FVEGFgg 
(*F 1 t-i OJ^fflS^fcWTO^Bfcft^Jtg t fco 
[0247] mVxfr • -?;l/^x^u-y- 1 vfv~- 

Y (96-well MultiScreen-IP Plate; 5U#7tt8) K 
^/-;P£l00 ^l/9x;l/£#£U 

mm%mMtLtu Aammt. pbs t?i.6 



Is 1 %Wl7;V^5y(BSA) tWPBS £50 /t 1/ 9 

□ -y^L/co PBS T'gfem A^yy F-v©i£«±?ff 
30 fc5^H:0.5M NaCl £3tH%BSA-PBS iM^f? Ucff! 
mt/tv-tJl'trifo (0.01-7.29 /ig/d) £50 /i 1/9 
x;W?#£U 3ng/ml©' a IgltihVEGF (7 

-•e^-v^aS) %50/i 1/ #xJWina.Sjn*i.5 fltFalE 
JES-Sfco 0.05%tween-PBST»t, 50°CfcT9x;l/;& 
IS88S-t*> v-f^p-^H Fttg) £30 /i 

i/</-x;Wjpx, h77°*9yh (;<-y*-Kttll) fcffl 

V^T, &9x/Mi:fS£L/c 125 mithVEGFcDM^tt 

[0 2 4 8] £SH£ 02O^^to KM1992, 1993, 199 
40 4, 1995fi»fift#S5k:thVEGFi:tihVEGF§§ftKDRO 

<s^*ia§ t /to t f vegf t h wQmnmmms^ 

£>50%ffi*£^tKM1992, 1993, 1994, 1995£>Ifi (IC 
» ) IZZftZM.Z^ 2.43, 0.74, 1.95/ig/ilT*feo 

fc 0 -7j, 3yhn-;V^LT«ffltfcx">xigGi^^ 
XT'&3Sr>7' U /Wl-fXA^/ £ P— f ;Haf#M231 
• U ^(Anticancer Research), 

lo. 1579(1990) ] iz£<mm'mmt£frorc 0 s 

nyhP-;Hl^fcLTffi^fcHhVEGFik:h 
VEGFg8ftFlt-10lB££KM1992, 1993, 1994, 1995H 
50 £<H#e-f\ KM1992, 1993, 1994, 1995«KDR#HS<J 



(36) 
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1 3 . KKDR * / £ p - 1 mtfc £ i S VEGFSSftORO g 

9 .T'^fcfAthVEGFggftKDR */£n~?vl/ftft 
fc£§ t FVEGF^ftSttOffi^KT^McJ: Dtt 

[0 2 4 9] hFVEGF§^KDRMlH3T3ffifi(NIH3T3 
-KDR) £ 1 0 % FCS ■ - DMEllig JtfEOni 1 ^ T 1 75cm 2 7 5 X 3 
tT5~10X10 5 cells/77X3^§Sf l?tggt/co tg 
Wk, 0.1 iM^l/h^tv 7 ^ (V) thV?h%^ 10 
t?0.1%FCS-DMEM10ml{c^lL, RVEGF§§ftKDRJi#* 

10 ft g/ml «fc 5 t^bPLT*±T30^raMJQ3i*fT 
ofco M£» thVEGF (R&DtiS)^50 ng/mlirftS 

7X3A^tg«KL, £ffl»$»t [20 hM Hepe 
s (pH7.4), 150 mM NaCl, 0.2% TritonX-100, 10% Glyc 
erol , 2 mM feVO* , 10 mM Na t P 2 0- , 5 mM EDTA, 50 mM 
NaF, 1.5 mM MgCh , 1 mM PMSF, 10jig/il aprotinin, 
5^ g/ml leupeptln] £2mlj&n;l, Mm*MWl, « 

/c 0 «1#I^15,000X gT'lO^^jii^ 20 
ItSfrV \ ±ffiffc -V^Jn^ 7 X IgC (H+L) «fe 7 7 D -X4B 
(Zymed Laboratoriesttfi)£l00/A lggtaUTOBtPII 
g^frfcg^Lfce 5,000 Xg-ei^l^Ha ±-1 
{C-¥m?7XIgG(H+L)-fe77D-X4B£30/ih ^ 
X^KDRt/ * u-t;VKI*KM1668^10 p gjgftHU 4°C 
TMllEgWlcsau ftjSefeB*frofco 5,000 x g ?- 

7n-xfr630/d©2-y;k#7hx#/-;l^frSDS 30 

* u 7 * u ;V7 5 Fws^ijffl-y- y 7°>w ? 77- 

U7^U/l/75 F^VUfum 7xX£77d7tV 

icmm°3afimmistt-ftt y^ym^mw 7^ 

^W)yWC^VyW^ (2/jg/nl) (Upstate Biotec 
hnology IncorpotatedttS)^4 0 CtTlKKf£^€fc 0 
0.05% Tween-PBSTfiftM* U ^;l^y£--tMUc 
^J^WgG (1000^30? : Dakoftg) £§§W 
l!fifS$-&/co 0.051 Tween-PBST«U ECL™ fester 40 
n blotting detection reagents (7 MiW) % 

F«tSL/e 0 

[0 2 5 0] fgH«2{c^to VEGF^dnKiDVECFS 
§ftKDR©@B'J VUffctf &ffi£4lfctf, x^XKKDR^ 
/yp-t;l4rtftKM1991, 1992, 1994, 199^6qE±5 

kdr<£> @ a u wsisnfca 

[0 2 5 1] 1 4 . t'iKDR t / £ P - -f /Hrxftfe J; 3 VEGFtt 

9 . T^fcRt FVEGF§??frKDR t/7P-:?-/Hrtft 50 
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(c .fcst FVEGF(D4%Stt<7)ffl*^«T^-f«i:<k 051 
fgLfco 487x;bv^yn^^^-7°l^-FKE^g* 
£5 %7>«tfl?i (FBS) , fcF$i&}MS±jMS 
H? (hEGF) lOng/ml , >vC Kon-fWl /ig/iU 
?yjr?Ji/y50ng/nL 7777rU7yB 50ng/ml 

&»J«PM»[VEC (7 7^'7tt§D £4000W 
800/jl/7x/WC&5<fc?toff[j;lfco ^tc, JifB^ft&Tf 
#«LfcfS»EGF^§{|:KDR */*U-t;Mftft OK 
W&2 /ig/mlfe'iL c 20/xg/ml) 100 fil/<7 x.}l/T*M\S 
U ±ie^*«HbfcHFVEGF (R&DtiS) 

£100 fil/7x;l/ (Hlfilng/il) «PU 37°C CO; 
^>^a^-^-^-c5BP^g«L/to matt, ±M± 
»*BSS&b, 200 /il ©10%FCS mW7^/-Jl]yy 
FBSRPMI1640 (x^X-fttS) ^7x;Victo^, 2 
Sic, 20/AlcDffifif§effliil(Cell Counting Kit ; m 

atmiM) zml 3mi ~2 mtmirc 0 m 

$:7'&, 150 fi\ m\\ ffl967x;l/v-f 
b-FiC^L, 0D450nmCO557tjgtiJgLfco 1 ng/il 
OVEGF^QBfOHllVEC ©iiSi^lOO%, VEGF^iSWOH 

mvec oti5i^o% i: t rcmmmmmmm i 

[0 2 5 2] 18**823^^0 RVEGF'S§ftKDR 
^a-t;l^(*M1992*«ttfiafl995ttJ|gft#WteVECF 
ft#W*IlMVEC Oi^I^fflffUfco 2 /ig/ml»£f©KM 

1 99243 «t mm9%mmm^mi, tnmn .3%, 

70 . 9 % , 20 n g/m 1 iillpB$©KMl 992*3 j: tfKM 995©i|SiH 
fgfii^ ^n^'tll08.7%, 103.0 %^feo/c 0 - 

[0 2 5 3] 15. =e/9 n-t;VKf*©t FVEGFSg* 
KDR^MflS i: ©Kjett©5Hg6fe «t tf9T*^fcK H F V 

[0 2 5 4] t FVEGFSS*KDR%I|NIH3T3ifflia(NIH3T3 
-KDR). 3>Fn-;MIH3T3lHii(NIH3T3-Neo), liFj^ 

mm^mmmmmK (7?$vm) , tF 

^V^HlS^Srt^ifflBHUVEC (^-K7ttS) 2~ 
5 xi0 5 fl*A)S967x;P7°y-F^g|fflSg^fe|g£I 
fftt (« BSA , 0.02S EDTA , 0.05% 7^ft-fFU7A 
*^€JPBS ) 100/tl{c«LT^Lfco 4°C, 350Xg 

ft (10fig/il) 50/i l*to^T4 3 C^30^fa1MJS$^ 
ko EJSft, 200/x l©^S»^fefflS«1^7x 
°C, 350Xg t?l ^KjSi^dft, ±»*|ft 

fell, FMilKv7X^A7^a7U yta#$«iHi 
FlTC^riK^ y F ^ A 7 ^ a 7 U >Kf* (fn)'£Mltt 

i *to^T4 o cT«p E gsfS?-&fco gist, mtm 
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[0255] is%%miic7Ffro itit hnQmnmm 
^/ tu—fiitKmmmi^y h p-zi/MSsc ass 

ft, thj&trt^WlMVECfeimiUVECiC^L, Jfilf 

[0 2 5 6] 3: ft, 9.r-^tft[' 25 UVEGF-KDRg^lBS 
7'yfe^ti:DlKSnftKM1992, KM1993, KM1994, KM 
1995fi, t h jfilf F^gifflBaHMVECfeitfHUYECtaSU 

(025) . * 

SEQUENCE LISTING 
<110> KYOWA HAKKO KOGYO CO., LTD 

<120> Anti human VEGF receptor KDR antibody .comprising novel amino acid 
sequences of complementary determinant regions 
<130> Hll-112 
<160> 56 

<170> Patent In Ver. 2.0 
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[0 2 5 7] 

m i mm&, &m timmt <fc u mmn 

[0 2 5 8] 

immi 



<211> 431 
<212> DNA 

<213> Mus musculus 

<220> 

<223> 

<400> 1 

atg gga tgg age tgg ate ttt etc ttc etc ctg tea gga act gca ggt 48 
Met Gly Trp Ser Trp He Phe Leu Phe Leu Leu Ser Gly Thr Ala Gly 

-15 -10 -5 

gtc cat tgc cag gtc cag ctg cag cag tct gga cct gag gtg gtg aag 96 
Val His Cys Gin Val Gin Leu Gin Gin Ser Gly Pro Glu Val Val Lys 

-11 5 10 

cct gga get tea gtg aag ctg tec tgc aag get tct ggc tac aec ttc 144 
Pro Gly Ala Ser Val Lys Leu Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

15 20 25 

act gac tat act ata cac tgg atg aaa cag agt cct gga cag gga ctt 192 
Thr Asp Tyr Thr He His Trp Met Lys Gin Ser Pro Gly Gin Gly Leu 
30 35 40 45 

gag tgg att gga tgg att tat cct gga agt ggt aat act tac tac aat 240 
Glu Trp He Gly Trp He Tyr Pro Gly Ser Gly Asn Thr Tyr Tyr Asn 

50 55 60 

gac aaa ttc aag ggc aag gec aca atg act gca gac aaa tec tec age 288 
Asp Lys Phe Lys Gly Lys Ala Thr Met Thr Ala Asp Lys Ser Ser Ser 

65 70 75 

aca gec tac atg cag etc age age ctg aec tct gag gat tct gcg gtc 336 
Thr Ala Tyr Met Gin Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val 

80 85 90 

tat ttc tgt gca aga egg age tta gtt tgg tac tac gat ggt agt tec 384 
Tyr Phe Cys Ala Arg Arg Ser Leu Val Trp Tyr Tyr Asp Gly Ser Ser 



(38) 2001-46066 
73 74 
95 100 105 

tgg ttt cct tac tgg ggc caa ggg act ctg gtc act gtc tct gca g 432 
Trp Phe Pro Tyr Trp Gly Gin Gly Thr Leu Val Thr Val Ser Ala 
110 115 120 

* * [0 2 6 1] <210> 2 

<211> 394 

<212> DNA 

<21 j> Mus musculus 

<220> 

<223> 

<400> 2 

atg gag aca gac aca etc ctg tta tgg gta ctg ctg etc tgg gtt cca 48 

Met Glu Thr Asp Thr Leu Leu Leu Trp Val Leu Leu Leu Trp Val Pro 

-20 -15 -10 -5 

ggt tec act ggt gac att gtg ctg aca cag tct ccL get tec tta get 96 

Gly Ser Thr Gly Asp He Val Leu Thr Gin Ser Pro Ala Ser Leu Ala 

-11 5 10 

gta tct ctg ggg cag agg gee acc ate tea tgc agg gee age aaa agt 144 
Val Ser Leu Gly Gin Arg Ala Thr He Ser Cys Arg Ala Ser Lys Ser 

15 20 25 

gtc agt aca tct ggc tat agt tat atg car. tgg tac caa cag aaa cca 192 
Val Ser Thr Ser Gly Tyr Ser Tyr Met His Trp Tyr Gin Gin Lys Pro 
30 35 40 



gga cag cca ccc aaa ttc etc ate tat ctt gca tec aae eta gaa tct 240 

Gly Gin Pro Pro Lys Phe Leu lie Tyr Leu Ala Ser Asn Leu Glu Ser 

45 50 55 60 

ggg gtc cct gee agg ttc agt ggc agt ggg tct ggg aca gac ttc acc 288 

Gly Val Pro Ala Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr 

65 70 75 

etc aat ate cat cct gtg gag gag gag gat get gca acc tat tac tgt 336 
Leu Asn He His Pro Val Glu Glu Glu Asp Ala Ala Thr Tyr Tyr Cys 

80 85 90 

cag cac agt agg gag ctt ccg etc acg ttc ggt get ggg acc aag ctg 384 
Gin His Ser Arg Glu Leu Pro Leu Thr Phe Gly Ala Gly Thr Lys Leu 

95 100 105 

gag ctg aaa c 39 
4 

Glu Leu Lys 
110 111 

[0 2 6 2] * •« [0 2 6 3] <210> 3 

<211> 412 
<212> DNA 
<213> Mus lusculus 
<220> 
<223> 
<400> 3 

atg gga tgg age tgt ate acc etc ttt ttg gta gca gca get aca ggt 4 
8 

Met Gly Trp Ser Cys He Thr Leu Phe Leu Val Ala Ala Ala Thr Gly 
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gtc cac Lcc cag gtc caa ctg cag cag cct ggg get gag ctg gtg aag 

6 

Val His Ser Gin Val Gin Leu Gin Gin Pro Gly Ala Glu Leu Val Lys 

-11 5 10 

cct ggg gec tea gtg aag ctg tec tge aag get tct ggc tac acc ttc 
4 

Pro Gly Ala Ser Val Lys Leu Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

15 20 25 

acc age tac tgg atg cac tgg gtg aag cag agg cct gga caa ggc ctt 

2 

Thr Ser Tyr Trp Met His Trp Val Lys Gin Arg Pro Gly Gin Gly Leu 
30 35 40 45 

gaa tgg att ggt aat att gac cct tct gat agt gaa att ttc tac aat 
0 

Glu Trp He Gly Asn He Asp Pro Ser Asp Ser Glu He Phe Tyr Asn 

50 55 60 

caa aaa ttc agg gac aag gee aca ttg act gca gac aaa tec tec age 
8 

Gin Lys Phe Arg Asp Lys Ala Thr Leu Thr Ala Asp Lys Ser Ser Ser 

65 70 75 

aca gee tac atg cag etc agt age ctg aca tct. gag gac tct gcg gtc 
6 

Thr Ala Tyr Met Gin Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val 

80 85 90 

tat tac tgt atg gta ccc tat tat tat get atg gac tac tgg ggt caa 
4 

Tyr Tyr Cys Met Val Pro Tyr Tyr Tyr Ala Met Asp Tyr Trp Gly Gin 

95 100 105 

gga acc tea gtc acc gtc tec tea gec a 
2 

Gly Thr Ser Val Thr Val Ser Ser Ala 
110 115 118 

[0 2 6 4] * * [0 2 6 5] <210> 4 

<211> 385 
<212> DNA 

<213> Mus musculus 

<220> 

<223> 

<400> 4 

atg gat ttt cag gtg cag att ttc age ttc ctg eta ate agt gec tea 
Met Asp Phe Gin Val Gin He Phe Ser Phe Leu Leu He Ser Ala Ser 

-20 -15 -10 

gtc ata ctg tec aga gga caa att gtt etc acc cag tct cca gca ate 
Val He Leu Ser Arg Gly Gin He Val Leu Thr Gin Ser Pro Ala He 
-5 -11 5 10 

atg tct gca tct cca ggg gag aag gtc acc atg acc tgc agt gee age 
Met Ser Ala Ser Pro Gly Glu Lys Val Thr Met Thr Cys Ser Ala Ser 

15 20 25 

tea agt ata agt tac ata cac tgg tac caa cag aag cca ggc acc tec 



#§S2 0 0 1 - 
78 



Ser 


Ser 


lie 


Ser Tyr lie His Tip Tyr Gin 


G 1 n 


Lys 


Pro 


Gly Thr Ser 








30 35 










ccc 


aaa 


aga 


tgg att tat gac aca tec aaa 


ctg 


get 


tct 


gga gtc cct 240 


Pro 


Lys 


Arg 


Trp lie Tyr Asp Thr Ser Lys 


Leu 


Ala 


Ser 


Gly Val Pro 






45 


50 






55 




get 


cgc 




agt gg c agt ggg tct ggg acc 


<; Ct 


!' at 


\ Ct 


etc aca ate 288 


Ala 


A ('» 


in ' 


c or pi„ c or - ri,, c QT - n„ Thi- 
jer biy oei biy oer i>iy mi 




Tyr 




Leu Thr lie 


















age 


age 


atg 


gag get gaa gat get gee act 


tat 


tac 


tgc 


cat cag egg 336 


Ser 


Ser 


Met 


Clu Ala Glu Asp Ala Ala Thr 


Tyr 


Tyr 


Cys 


His Gin Arg 


75 






80 


85 






90 


agt 


agt 


tac 


ccg tgg acg ttc ggt gga ggc 


ace 


aag 


ctg 


gaa ate aaa 384 


Ser 


Ser 


Tyr 


Pro Trp Thr Phe Gly Gly Gly 


Thr 


Lys 


Leu 


Glu He Lys 








95 100 








105 106 



[0 2 6 6] * * [0 2 6 7] <210> 5 

<211> 5 
<212> PRT 

<213> Mus musculus 

<220> 

<223> 

<400> 5 

Asp Tyr Thr He His 
1 5 

[0 2 6 8] » K [0 2 6 9] <210> 6 

<211> 17 
<212> PRT 

<213> Mus musculus 

<220> 

<223> 

<400> 6 

Trp He Tyr Pro Gly Ser Gly Asn Thr Tyr Tyr Asn Asp Lys Phe Lys Gly 
15 10 15 17 

[0 2 7 0] * ★ [0 2 7 1] <210> 7 

<211> 15 
<212> PRT 
<213> Mus lusculus 
<220> 
<223> 
<400> 7 

Arg Ser Leu Val Trp Tyr Tyr Asp Gly Ser Ser Trp Phe Pro Tyr 
1 5 10 15 

[0 2 7 2] £ vV [0 2 7 3] <210> 8 

<211> 15 
<212> PRT 

<213> Mus musculus 

<220> 
<223> 
<400> 8 

Arg Ala Ser Lys Ser Val Ser Thr Ser Gly Tyr Ser Tyr Met His 



12001-46066 



[0 2 7 4] * * [0 2 7 5] <210> 9 

<211> 7 
<212> PRT 

<213> Mus lusculus 

<220> 
<223> 
<400> 9 

Leu Ala Ser Asn Leu Glu Ser 
1 5 7 

[0 2 7 6] & %: [0 2 7 7] <210> 10 

<211> 9 
<212> PRT 

<213> Mus musculus 

<220> 
<223> 
<400> 6 

Gin His Ser Arg Clu Leu Pro Leu Thr 
1 5 9 

[0 2 7 8] ★★[0 2 7 9] <210> 11 

<211> 5 
<212> PRT 
<213> Mus musculus 
<220> 
<223> 
<400> 11 

Ser Tyr Trp Met His 

1 5 

[0 2 8 0] i*r3(Kr [0 2 8 1] <210> 12 

<211> 17 
<212> PRT 
<213> Mus musculus 

<220> 
<223> 
<400> 12 

Asn lie Asp Pro Ser Asp Ser Glu He Phe Tyr Asn Gin Lys Phe Arg A 
15 10 15 17 

[0 2 8 2] ♦♦[0 2 8 3] <210> 13 

<211> 8 
<212> PRT 
<213> Mus musculus 
<220> 
<223> 
<400> 13 

Pro Tyr Tyr Tyr Ala Met Asp Tyr 
1 5 8 

[0 2 8 4] * * [0 2 8 5] <210> 14 

<211> 10 
<212> PRT 



(42) mzi 

81 82 
<213; Mus tusculus 
<220> 
<223> 
<400> 14 

Ser Ala Ser Ser Ser He Ser Tyr He His 
1 5 10 

[0 2 8 6] * * [0 2 8 7] <210> 15 

<211> 7 
<212> PRT 
<213> Mus nusculus 
<220> 
<223> 

<400> 15 

Asp Thr Ser Lys Leu Ala Ser 
1 5 7 

[0 2 8 8] * m [0 2 8 9] <210> 16 

<211> 9 
<212> PRT 

<213> Mus musculus 

<220> 

<223> 

<400> 16 

His Gin Arg Ser Ser Tyr Pro Trp Thr 
1 5 9 

[0 2 9 0] ★★[0 2 9 1] <210> 17 

<211> 19 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic DNA 
<400> 17 

gcagcctcca ccaagggcc 19 

[0 2 9 2] ft ft [0 2 9 3] <210> 18 

<211> 11 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic DNA 
<400> 18 

cttggtggag g 11 
[0 2 9 4] ♦♦[0 2 9 5] <210> 19 

<211> 91 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence ."synthetic DNA 

<400> 19 

i >agg aggatgctgc aa< tai ta< tgtcagcaca gtagggagct tccgctcacg 60 



[0 2 9 6] * * [0 2 9 7] <210> 20 

<211> 108 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: synthetic DNA 
<400> 20 

gtacgtttca gctccagctt ggtcccagca ccgaacgtga gcggaagctc cctactgtgc E 
tgacagtaat aggttgcagc atcctcctcc tccacagg 

[0 2 9 8] 

<210> 21 
<211> 19 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic DNA 
<400> 21 

tcagcctcca ccaagggcc 
[0 2 9 9] 20 
<210> 22 
<211> 43 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic DNA 
<400> 22 

aattccacca tggattttca ggtgcagatt ttcagcttcc tgc 



[0 3 0 0] 



[0 3 0 1] 



[0 3 0 2] 



<210> 23 
<211> 37 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic DNA 
<400> 23 

a aaatctgcac ctgaaaatcc a 



<210> 24 
<211> 39 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: synthetic DNA 
<400> 24 

cgtggacgtt cggtggaggc accaagctgg aaatcaaac 

<210> 25 
<211> 39 
<212> DNA 



[0 3 0 3] 



(44) 

85 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence Synthetic DNA 

<400> 25 

gtacgtttga tttccagctt ggtgcctcca ccgaacgtc 

<210> 26 
<211> 124 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence Synthetic DNA 
<400> 



Mel 


Gly Trp Ser Trp 


lie 


Phe Leu 


Phe Leu Leu Ser Gly 




-15 






-10 


Val 


His Cys Gin Val 


Gin 


Leu Gin 


Gin Ser Gly Pro Glu 




-1 1 




5 


10 



Pro 


Gly 


Ala Ser Val Lys 


Leu Ser 


Cys 


Lys Ala 


Ser Gly 


Tyr Thr Phe 




15 




20 






25 




Thr 


Asp 


Tyr Thr lie His 


Trp Met 


Lys 


Gin Ser 


Pro Gly 


Gin Gly Leu 


30 




35 






40 




45 


Glu 


Trp 


He Gly Trp lie 


Tyr Pro 


Gly 


Ser Gly 


Asn Thr 


Tyr Tyr Asn 






50 






55 




60 


Asp 


Lys 


Phe Lys Gly Lys 


Ala Thr 


Met 


Thr Ala 


Asp Lys 


Ser Ser Ser 






65 




70 






75 


Thr 


Ala 


Tyr Met Gin Leu 


Ser Ser 


Leu 


Thr Ser 


Glu Asp 


Ser Ala Val 






80 


85 






90 




Tyr 


Phe 


Cys Ala Arg Arg 


Ser Leu 


Val 


Trp Tyr 


Tyr Asp 


Gly Ser Ser 




95 




100 






105 




Trp 


Phe 


Pro Tyr Trp Gly 


Gin Gly 


Thr 


Leu Val 


Thr Val 


Ser Ala 


110 




115 






120 







[0 3 0 4] 

<210> 27 
<211> 111 
<212> PRT 

<213> Mus musculus 

<220> 

<223> 

<400> 27 



Met Glu Thr Asp Thr 


Leu 


Leu 


Leu 


Trp 


Val 


Leu 


Leu 


Leu 


Trp Val Pro 


-20 


-15 










-10 






-5 


Gly Ser Thr Gly Asp 


lie 


Val 


Leu 


Thr 


Gin 


Ser 


Pro 


Ala 


Ser Leu Ala 


-I 1 








5 










10 


Val Ser Leu Gly Gin 


Arg 


Ala 


Thr 


He 


Ser 


Cys 


Arg 


Ala 


Ser Lys Ser 


15 






20 










25 




Val Ser Thr Ser Gly 


Tyr 


Ser 


Tyr 


Met 


His 


Trp 


Tyr 


Gin 


Gin Lys Pro 


30 




35 










40 






Gly Gin Pro Pro Lys 


Phe 


Leu 


He 


Tyr 


Leu 


Ala 


Ser 


Asn 


Leu Glu Ser 


45 


50 










55 






60 



[0 3 0 5] 



[0 3 0 6] 



(45) #12 0 0 1 -4 6 0 6 6 

87 88 
Gly Val Pro Ala Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr 

65 70 75 

Leu Asn He His Pro Val Glu Glu Glu Asp Ala Ala Thr Tyr Tyr Cys 

80 85 90 

Gin His Ser Arg Glu Leu Pro Leu Thr Phe Gly Ala Gly Thr Lys Leu 

95 100 105 

Glu Leu Lys 
110 111 

<210> 28 

<211> 108 

<212> PRT 

<213> Mus musculus 

<220> 

<223> 

<400> 28 

Met Gly Trp Ser Cys He Thr Leu Phe Leu Val Ala Ala Ala Thr Gly 

-15 -10 -5 

Val His Ser Gin Val Gin Leu Gin Gin Pro Gly Ala Glu Leu Val Lys 

-11 5 10 

Pro Gly Ala Ser Val Lys Leu Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

15 20 25 

Thr Ser Tyr Trp Met His Trp Val Lys Gin Arg Pro Gly Gin Gly Leu 
30 35 40 45 

Glu Trp He Gly Asn He Asp Pro Ser Asp Ser Glu lie Phe Tyr Asn 

50 55 60 

Gin Lys Phe Arg Asp Lys Ala Thr Leu Thr Ala Asp Lys Ser Ser Ser 
65 70 75 

Thr Ala Tyr Met Gin Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val 

80 85 90 

Tyr Tyr Cys Met Val Pro Tyr Tyr Tyr Ala Met Asp Tyr Trp Gly Gin 

95 100 105 

Gly Thr Ser Val Thr Val Ser Ser Ala 

110 115 118 

<210> 29 

<211> 106 

<212> PRT 

<213> Mus musculus 

<220> 

<223> 

<400> 29 

Met Asp Phe Gin Val Gin He Phe Ser Phe Leu Leu He Ser Ala Ser 

-20 -15 -10 

Val He Leu Ser Arg Gly Gin lie Val Leu Thr Gin Ser Pro Ala lie 
-5 -11 5 10 

Met Ser Ala Ser Pro Gly Glu Lys Val Thr Met Thr Cys Ser Ala Ser 
15 20 25 



[0 3 0 7] 



[0 3 0 8] 



[0 3 0 9] 



[0 3 10] 



(46) mm 2 0 0 1 - 4 6 0 6 6 

89 90 
Ser Ser He Ser Tyr lie His Trp Tyr Gin Gin Lys Pro Gly Thr Ser 

30 35 40 

Pro Lys Arg Trp He Tyr Asp Thr Ser Lys Leu Ala Ser Gly Val Pro 

45 50 55 

Ala Arg Phe Ser Gly Ser Gly Ser Gly Thr Ser Tyr Ser Leu Thr He 

60 65 70 

Ser Ser Met Glu Ala Glu Asp Ala Ala Thr Tyr Tyr Cys His Gin Arg 
75 80 85 90 

Ser Ser Tyr Pro Trp Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys 
95 100 105 

<210> 30 
<211> 8 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 30 

ctctagag 8 



<210> 31 
<211> 60 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 31 

cagtgttctt ggctgtgcaa aaagtggagg catttttcat aatagaaggt gcctacgtag 60 



<210> 32 
<211> 67 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 32 

gatcctacgt aggcaccttc tattatgaaa aatgcctcca cttttgcaca gccaagaaca 60 
ctgcatg 67 

<210> 33 
<211> 32 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Synthetic DNA 
<400> 33 

gatcatggag cttaagaatg catccttgca gg 32 



(47) #W 200 1—46066 

91 92 

<210> 34 
<211> 36 
<212> DM 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 34 

acgctctagg actgttacgt acctgaccac gcaatg 36 



<210> 35 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 35 



<210> 36 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 36 

ggccgctcat tatacgtacc cgactttgtt 



<210> 37 
<211> 28 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Synthetic DNA 
<400> 37 

ctgttggaga aaagcttgtc ttaaattg 



<210> 38 
<211> 32 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Synthetic DNA 



<400> 38 

atacacaacc agggtaccca catggctctg ct 



32 



ffPffl 2 0 0 1 - 4 6 0 6 6 



<210> 39 
<211> 44 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 39 

caaggattgt acacctgtgc agcatccagt gggctgtacg tagc 44 

[0 3 17] 

<210> 40 
<211> 44 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 40 

ggccgctacg tacagcccac tggatgctgc acaggtgtac aatc 44 

[0 3 18] 

<210> 41 
<211> 36 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 41 

taatgatgaa agttaccagt ctattatgta cgtagc 36 

[0 3 19] 

<210> 42 
<211> 38 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 42 

ggccgctacg tacataatag actggtaact ttcatcat 38 

[0 3 2 0] 

<210> 43 
<211> 13 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 43 

gatcttacgt age 13 



(49) 

95 

[0 3 2 1] 

<210> 44 
<21t> 13 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 44 
ggccgctacg taa 

[0 3 2 2] 

<210> 45 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 45 

atecegggta ccttctagag tcgaggt 



<210> 46 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 46 

tgtcccctgc aagtagatct aagagttgta 

[0 3 2 4] 

<210> 47 
<211> 18 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 47 

gtataatgag cggccgcg 

[0 3 2 5] 

<210> 48 
<211> 22 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 48 

gatccgcggc cgctcattat ac 



0 0 1- 4 6 0 6 6 

96 



13 



27 



:«) 



18 



97 



[0 3 2 7] 



[0 3 2 8] 



[0 3 2 9] 



[0 3 3 0] 



<210> 49 
<211> 20 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Synthetic DNA 
<400> 49 

ctaatgagcg gccgcgcatg 



<210> 50 
<211> 16 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 50 

cgcggccgct cat tag 



<210> 51 
<211> 26 
<212> DNA 
<213> Artificial 
<220> 

<223> Synthetic DNA 
<400> 51 

aacaaagtcg ggtacgtata 



<210> 52 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 52 

ggccgctcat tatacgtacc cgactttgtt 



<210> 53 
<211> 9 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Synthetic DNA 
<400> 53 
ctaatgagc 



(51) 200 1-46066 

99 100 

[0 3 3 1] 

<210> 54 
<211> 17 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Synthetic DNA 
<400> 54 

ggccgctcat taggtac 17 



<210> 55 
<211> 738 
<212> PRT 
<213> Human 
<400> 55 

Ala Ser Val Gly Leu Pro Ser Val Ser Leu Asp Leu Pro Arg Leu Ser 

15 10 15 

He Gin Lys Asp He Leu Thr He Lys Ala Asn Thr Thr Leu Gin He 

20 25 30 

Thr Cys Arg Gly Gin Arg Asp Leu Asp Trp Leu Trp Pro Asn Asn Gin 

35 40 45 

Ser Gly Ser Glu Gin Arg Val Glu Val Thr Glu Cys Ser Asp Gly Leu 

50 55 60 

Phe Cys Lys Thr Leu Thr He Pro Lys Val lie Gly Asn Asp Thr Gly 
65 70 75 80 

Ala Tyr Lys Cys Phe Tyr Arg Glu Thr Asp Leu Ala Ser Val He Tyr 

85 90 95 

Val Tyr Val Gin Asp Tyr Arg Ser Pro Phe He Ala Ser Val Ser Asp 

100 105 110 

Gin His Gly Val Val Tyr He Thr Glu Asn Lys Asn Lys Thr Val Val 

115 120 125 

He Pro Cys Leu Gly Ser He Ser Asn Leu Asn Val Ser Leu Cys Ala 

130 135 140 

Arg Tyr Pro Glu Lys Arg Phe Val Pro Asp Gly Asn Arg He Ser Trp 
145 150 155 160 

Asp Ser Lys Lys Gly Phe Thr He Pro Ser Tyr Met He Ser Tyr Ala 

165 170 175 

Gly Met Val Phe Cys Glu Ala Lys He Asn Asp Glu Ser Tyr Gin Ser 

180 185 190 

He Met Tyr He Val Val Val Val Gly Tyr Arg He Tyr Asp Val Val 

195 200 205 

Leu Ser Pro Ser His Gly He Glu Leu Ser Val Gly Glu Lys Leu Val 

210 215 220 

Leu Asn Cys Thr Ala Arg Thr Glu Leu Asn Val Gly He Asp Phe Asn 
225 230 235 240 



Trp Glu Tyr Pro Ser Ser Lys His Gin His Lys Lys Leu Val Asn Arg 

245 250 255 

Asp Leu Lys Thr Gin Ser Gly Ser Glu Met Lys Lys Phe Leu Ser Thr 



101 102 



A 60 




2il:) 










270 






Leu Thr lie Asp Gly 


1 1 e Ihr Arg 


Ser 


Asp 


Gin 


Gly 


Leu 


Tyr 




Cys 






















Aln Mo Qor- Snr 

Aia Aia oer oei l> iy 


Lou Mo L Ihr 


Lys 


Lys 


Asn 




mi 


Plie 


Val 


Arg 


290 


295 








300 










Val His Glu Lys Pro 


Phe Val Ala 


Phe 


Gly 


Ser 


Gly 


1,1 el 


G I u 


Ser 


Leu 


305 








315 












Vi 1 Pin Thr- l/ol 

vai ijiu Aia i ni vai 


flw flti Ar-rr 

biy uiu Arg 


Val 


Arg 


He 


Pro 


Ala 


Lys 


Tyr 


Leu 


325 






330 










335 




Qly fyr Pro Pro Pro 


Glu He Lys 


Trp 




Lvs 


Asn 


Gly 


He 


Pro 


Leu 


340 




345 










350 






Glu Ser Asn His Thr 


He Lys Ala 


Gly 


His 


Val 


Leu 


Thr 


He 


Met 


Glu 


355 


360 










365 








Val Ser Glu Arg Asp 


Thr Gly Asn 


Tyr 


Thr 


Val 


He 


Leu 


Thr 


Asn 


Pro 


370 


375 








380 










He Ser Lys Glu Lys 


Gin Ser His 


Val 


Val 


Ser 


Leu 


Val 


Val 


Tyr 


Val 



Pro Pro Gin lie Gly 


Glu Lys Ser 


Leu 


! ' 


Ser 


ro 


Val 


sp 




Tyr 








,, ' 














fin Tvr Civ Thr Thr 
uiii iyi uiy mi uti 


Gin Inr Leu 


]?r 


ys 


r 


V 


T 

tyr 




6 


ro 


Pro Pro His His lie 


His Irp lyt 


Trn 
lip 


Gin 


eu 


Glu 


Glu 


G 1 u 


ys 


Ala 














4 ' h 








A en flu IVn Car fin 

Asn oiu rro oer bin 


All Vol Qar- 

Aia vai oer 


V 




sn 




tyr 


ro 


ys 


, u 












160 










Glu Trp Arg Ser Val 


Glu Asp Phe 


Gin 


Gly 


Gly 


Asn 


Lys 


He 


Glu 


Val 


465 


470 






475 










480 


Asn Lys Asn Gin Phe 


Ala Leu He 


Glu 


Gly 


Lys 


Asn 


Lys 


Thr 


Val 


Ser 


485 






490 










495 




Thr Leu Val He Gin 


Ala Ala Asn 


Val 


Ser 


Ala 


Leu 


Tyr 


Lys 


Cys 


Glu 


500 




505 










510 






Ala Val Asn Lys Val 


Gly Arg Gly 


Glu 


Arg 


Val 


lie 


Ser 


Phe 


His 


Val 


515 


520 










525 








Thr Arg Gly Pro Glu 


He Thr Leu 


Gin 


Pro 


Asp 


Met 


Gin 


Pro 


Thr 


Glu 


530 


535 








540 










Gin Glu Ser Val Ser 


Leu Trp Cys 


Thr 


Ala 


Asp 


Arg 


Ser 


Thr 


Phe 


Glu 


545 


550 






555 










560 


Asn Leu Thr Trp Tyr 


Lys Leu Gly 


Pro 


Gin 


Pro 


Leu 


Pro 


lie 


His 


Val 


565 






570 










575 




Gly Glu Leu Pro Thr 

580 


Pro Val Cys 


Lys 
58f) 


Asn 


Leu 


Asp 


Thr 


Leu 
590 


Trp 


Lys 


Leu Asn Ala Thr Met 


Phe Ser Asn 


Ser 


Thr 


Asn 


Asp 


He 


Leu 


lie 


Met 


595 


600 










605 








Glu Leu Lys Asn Ala 


Ser Leu Gin 


Asp 


Gin 


Gly 


Asp 


Tyr 


Val 


Cys 


Leu 


610 


615 








m 










Ala Gin Asp Arg Lys 


Thr Lys Lys 


Arg 


His 


Cys 


Val 


Val 


Arg 


Gin 


Leu 


625 


630 






635 










640 


Thr Val Leu Glu Arg 


Val Ala Pro 


Thr 


lie 


Thr 


Gly 


Asn 


Leu 


Glu 


Asn 


645 






650 










655 





(53) f^2 0 0 1-4 6 0 6 6 

103 104 
Gin Thr Thr Ser He Gly Clu Ser He Glu Val Ser Cys Thr Ala Ser 

660 665 670 

Gly Asn Pro Pro Pro Gin He Met Trp Phe Lys Asp Asn Glu Thr Leu 

675 680 685 

Val Glu Asp Ser Gly He Val Leu Lys Asp Gly Asn Arg Asn Leu Thr 
690 695 700 



lie Arg Arg Val Arg Lys Glu Asp Glu Gly Leu Tyr Thr Cys Gin Ala 
705 710 715 720 

Cys Ser Val Leu Gly Cys Ala Lys Val Glu Ala Phe Phe He He Glu 

725 730 735 

Gly Ala 
738 

[0 3 3 3] 

<210> 56 
<211> 19 
<212> PRT 
<213> Human 
<400> 56 

Met Gin Ser Lys Val Leu Leu Ala Val Ala Leu Trp Leu Cys Val Glu 

15 10 15 

Thr Arg Ala 
19 



2 ] 5 FpBS1992Lol igoOi&jgligfc* b 

'M 3 ] ^7X 5 KpKANTEX1992H<9jgj3jcIg£*L/c 
'M 4 ] 5 KpKANTEX1992®jg$Ii§£* bfc 



3 1 ] 7°77. 5 FpBS1992Hol igo©jMl&%^L 



5 ] ~?77> 5 FpBS1995Hol igo©5Mig^ b 
H6] FpBS1995Loligol<DjgjjSOT£^L 

7] ^5X5KpBS199SLoligp20jfc£3ji*^L 

08] 7^X5 FpKANTEX1995H©ljtIg^ bfz 

09] 7 -J AS. FpKANTEX1995©jMlg£* bfc 



[0 1 0] ffl<L FVEGF^gftKDRt: hS4^K#KM299 

2*5 j: tfH2995© RfiSftfc h VEGFg??* t ©IS^?Sft* 
*L/cBre£S 0 (A) Jat FVEGF^frKDRt hS* 
^^«H2992^, Rfig'&li FVEGFgg#KDR-7N£S^ 
anfJSttl: FVEGFggftFlt-l 7N%2/ig/fl©tIfiT ; P£ 



HEGFggftKDRfc ^Kf*KM2992©iig^^n 

tt. O^qJJSttUhVECFSSftFlt-l 7NtcO|g^tt^ 

2995%, qJiSttfc FVEGF£gttKDR-7Nfc«Wi^i8ttt 
F VEGFggfrF 1 1-1 7N§2 //. g/il ©IgtRI S <7 

ttt bVEGF§§f*fc©M£i£fe F VEGFrS^ 

{*KDRt fs^ 7mmm%(Dmm s tn ; emto 

■A^jSttt MEGFg§M-7NfcOilS£igtt, nl 
jgftfc: FVEGF^gftFlt-l 7Nfc0S^14%^1- o 
[011] tat hVEGFggftKDRt 9Kf*KM299 
2fc«fctfKM2995$X H hVEGFfcnJJgftt FVEGFggftKDR 
40 -7N-Fci:0«i^fcSt«ffi«!Stt%^Lfc0-e$)5c 
(A)ttKt: BEGF^gftKDRt: ^KM992 
(•)fc«fcSia^^O|gar-feSo (B)SKt: hVEGFS 

[012] 7^X5 FpVL-KDR-7N-Fc©lfiScXfi%^ 

[013] Pl?§ftKDR-Fc^aiM{*©fM0T?fe§o 
[014] n | ^(WS0TS?„ 

[015] mm bk mmm-Fcmmmmsvs$ 

50 lWJ;l/75 }°nmM (5 -m^^iyhW 



105 

mm <D;w->'%7rsLkmx*fo%c kdr-in 

-Fc, KDR-2N-Fc, KDRAN-Fc, KDR-4N~Fc. KDR-5N-Fc, K 
DR-7N-Fc. KDR-2A1N-FC, KDR-4AlN-Fc, KDR-5AlN-Fc 

[016] tv- h 3- h Lffim* hww%m 

KDR-7N-Fc^\© 125 I-t MEGFOilg^KjyrrnfiSttfc h 

[017] 7° F- 3~ h L fc WiStt h VEGF^§ft 10 

[018] t hVEGFgSftKDR*/ ^ P-t;Mnft© 
nJigtt t h VEGF^f*KDR-Fc§IWft-\«g^?5-tt% 
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A 6 1 P 19/02 
27/02 
35/00 
35/04 
C 0 7 K 16/28 
C 1 2 N 5/10 
C 1 2 P 21/08 
G 0 1 N 33/531 
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